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(a) 



3-AmidinoaniUne derivatives represented by general formula (I) which have potent and selective activity of inhibiting activated blood 
coagulation factor X and are useful as activated blood coagulation factor X inhibitors, or pharmacologically acceptable salts thereof and 
intermediates in producing the same, wherein R represents hydrogen, lower alkyl, lower alkenyl. etc; R^ represents hydrogen, hydroxy, 
lower alkyi, etc.; Y represents a single bond or oxygen; and R^ represents lower alkyl or a group represented by (a) wherein n is 1 or 2; and 
T is hydrogen or -C(=NH)-W (wherein W is lower alkyl). 
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(^43©n{ilX«2-l?*«9> TiiTK^/^TFXfi— C (=NH) -W (S^ 

Mia— ( I ) TT^^n-s 3 - r s v'y t— 'J 
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ynhVi/S. ^v:/oevuS. ^'V7'5^;i/S> 

)\ymt\t. t"^;Ug. T'J;Ug> 1 - y^a/^^^yUS, l-^T^-yl/g. 2 -^^r 

^;uS. 3 - t't-— 2-/ ^;UT U ^i/S. 3 - ^ 2 - yf--;US^ 
<^;^^St2~6^Di^^t^t/t(i^^5■;&^nt^©T>'^'!^^;^»^■^-^9 ({ILs g^S 

^i/S. 7'h^'>S^ ^V7'h4^v/», s e c-^h^-i/S. tert-yh + 
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iyti )VTf.—}V^^ s e c-y V^iyti)V^^—)V^^ t e r t -V" h^i^tuV^^^ 
^^u^yW^^tliy ymi^lF. ^Mmi^. M=miM^^ B'ymw.^=^^^\.\ iSM 

mmmmtii. s-^yu^uSs s-^^yj^bs^ s-^^yu 

v^yU/'U^. 5 -7^5 c^"— 6 -7:?'^ v^^^us. 5 - 4-y 'J 

6 - ^ y 'J -;uSs 5 - y 'J 6 - +^ y* >; —Jim^ i - ^ 

± y ij j:i;uSs 8 - y U -;^S^ 5 - -> > y u 6 - V > y 'J ^;ug. 

7 - •> > y u 8 - i:/ > y U -;ug^©-3gfe^#;^M^sS^v > 9 o 
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(.^^(DB' {i7K5^m^s T^ySco^as. {£MT;U4=-;i'®. 7i7;i/*'4--><£Si 
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10 



15 



20 



K4^®R' (i7K5^Jl^> i&WLYJl^JlM. i&WLTJl^^—Jim. •>^nT;u+;U 

l^7^M3{iWLrl^-cfcJ:^<^T'J->'U^|RT>'^4^;^S^ — flS^ 
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(lb) 



'<>>*;bg, t e r t - y^>US^cDT;U+-'H^«SS. h 

U y •> 'J ;US. t e r t - y^Jly 'J > •> U ;USI?0 i/ U ;l'^^^S> > 

So 




(H) (la) 
(^cfOR' . R^ > R* ^ R' s R' S.c;Yti|iifS«h|5lL:#.*^rfco) 

lulH-^i^ (I I ) CD 3 - v^ry T - u ^^^^^i^-fkTK^. s^kTK^^o^^ 

{cJ:|5BiifS— IgS: (I a) © 3 -T 5 v^y T— 'J >S|3|(*:>{)<?^^n'5o ffi'-^'in 
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-Jim 2 

fulH— Hft^ (I I ) O 3 - v/T y T— U h ij jLf^yl/T $ >^ eu i>" 

^js: ( I a) ©3 -T5 -j^T-^) ymmmm<^Mo ffli-^^n-sigi^cb LT 

lulB— 19:^ (I I ) CD 3 - ->Ty T- >mmi^^mtE-m^ ( I a) © 3 - 

So 

Mf5giit:&?i{w*5t,^T. ^t*tT5 > (I a' ) ilulH— fiS^ (III) <D7;U 

NH 



NH 



HN« 

NHa R' 

da') ^ (lb') 

(HI) 

(j5:4^0R' . . Y. WS.?/n«HulH<tl5|limi*^4>o) 

da') CD<l:-^ig3<$: h 'J Ji^>'U7 5 N-y ^^b^^U* 'J >^ 
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o^so#^£T. mE-^^ (III) cDT^u+yu-r J y j:.-7-j\ytmn- 2 0 
°c~5 Qx-c^jt^-^-^t^ztizj^iQ. HuiH— (lb') <D^t^m^n^:^t 

*<tfi^o «<-^t>nS^i^i LTfi. 

v''^7A;^)li^K^ffl^.^T> t;U3-;k tK^cd^d 7^ 

^ -If- -5 C i J: 19 C <b ^ S o 

fufHS:iit;^)*{-fc<'^Ttii^MJl4i Lrffl^.^'itL5B^^ie— (I I) -e^^^ 




(IV) (V) (n) 



Mia-iK^ (IV) o;^;u4^'>ge^^0^^HijiH-^s: (V) ®7-'J>^^<* 
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H R8-X ^8 

(Ha) (VI) (nb) 

(ggi T ;U =1 4^ -> i&WL7 Jl^Jim. MSIS <!: L r T U - yUS^ W L -C I. >T ^ i< >(£ 
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1 3 

miEJMAizJi^^'^i^tiZmtd—^^ (I I a) O 3 - v-ry U 

RfrMicj;^. umm^^^^-r^^itizj^iomm—Wi^ (I lb) (Ds-vTyy 

HulH-^^ (II) fccfcO' (lib) ©3 -v^T/T-U >m^<*^^it-rs 
ByfHX?iA(:ifc<.>rffl<<>t>nSBtjlS-^^ (IV) O^^y^U^'vSJfl^^^Ji^ #J 
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(VH) 

BrCH2C00R^° 



BrCHjCOOR" ^ ^ ^ ^ 



I 

(vm) (DC) (xn) 

xmF I I 

R«-X (VI) i R'-X (VI) j 

rr (X). 



XSH R» 



COOR 



(XI) (xm) 



NC XOOH 

r3 

(IV) 



Mia— (VIII) oT-u t> v yMu^mm7i<.<\^^m^^x, 

xmD 

luia-lft^ (IX) or 5 K^#^*:^HufB-^^ (X) O^D^rS^^^^^*:^ 
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m^^X. 7^m<t± b 'J ^J^. 7^7 U 17A t e r t -Tb^i^ K^Oi^SO^ST. 
MIE-IS^ (VII) OT-U ymmi^^wisE—^^ (X) ©yn^s^^^^i 

BUIE— (IX) ©T$ K^^i*^Huia— (V I) ©^^o>5r"Wb^feI^ffl 

HulH— ^S; (XI I ) (DV^) v>x.7.7^;u^^<*^fulH— jJS^ (VI) ©/so 

;U*;l/Ar5 K^O^^igj^Xti-eti'^OM^^JS^'-C. il^^ia- l 0 0«C-e 
S^^^^f5AN TK^'fk;:^ h 'J 'i'AI?©M^i^*©#:4T. N. N - f-;U--^;U 
AT^ K^©#^7^o h >i4flte^iS43T\ S^0'C~1 0 0°C-C••S^E^^7Oo 

HUlH-jlft^ (X I) (D^t-^m^mi^-^^ (X) ©T'cr^S^MH^I^^^V^T. 
XSI 

Huia-His^ (XII) tf^i.t (XIII) (D^^) i^y^^^v^ji'mm^^TJi^ 
xmj 
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Haia— JJSS: (X I I) tfzit (XIII) cD/U '>>^:^i^;UJ^X7^;i/^iii4: 

^^ymm<Dmmmt(Di^mm^. ±hv^^m.. ti^'^L.m. tiJViy^L.m.m 
:*:^B^©faiB— iiss; (I) -es$nS'fb^^©9t.> ^^mm^'^t^^t^^ 
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=pmm^\-n-&^. mm.m. Bim.. mmm. -i^m^mmmr^ (t i a) > < t 

ggi^ff'^oifii^ffM. e^fi*ie^^sti)MffM^i5 (PTC A) tt^i,m^i^mm 
10 ^et!jMii§iiiif-s (PTCR) m'0:>mmnmm'^<Dnw^^-i^mmm. mm 

j^yU) -N- (3 -7!7>'U*'+vy ^;U;i-4-->'<>>'>'l/) T$y) -N- C4- C 
20 :*:^H^CDHljlB— ( I ) T-^^ tlS 3 - 7 ^ y 'J >P#<*S.O'-en t> 

^{f. ^?pj. tj[^i. ^fit^j. ssfc^pj. ti-:^^jm. mm^L mm. fi^nM. 

M:^$n'5A<. ^DS-^cDJi^. «*a6^1 B^fc«9 l-5000mg. 0 
^□S^(Dli-^> Sfe^l B^/::t)0. 01 — 50 0 m g©i5SF*3-e^ — [Ht 
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5 

10 1 

1 - t e r t -y \^^->tiJl^rn^;]y- 4 - b Ka^v^h'^'J 

4 - h Kp + •> t'^ >J >10. 0 g ^ 2 N -7i<.mit± ATK^jg lOOmlfC^ 

^L. -mm-:^- t e r t -y^JU21.3ml=^1m^-C6i^mmnLtZo SJCzg^^ 

^L. 1 - t e r t -7' h + ->^>'U^'— ^U^ ^ -b Kcr^-> h*'^ 'J -^'^IQ. Ig^ 

'H-NMR (CDC 1 3 ) <5 p pm : 
1.35-1.70 (12H, m). 1.80-1.90 (2H, m). 2.95-3.10 (2H. m). 3.75-3.95 
20 (3B, a) 

4 - (1 - t e r t -y^'driytiJl^^—Jlh'^U >>'> - 4 -^;U;j-^-» — ho 

25 TK^-fkT^ h U A (60%r*ft) 4. Sg^^^'v^-tfV^Srflil-^rMSL. 

^m^fz^^. ymTi/:^^Ji^^J^^-^'> K SOOmUc^^LA: 1 - t e r t -7* h 
^i/tiJ]^^>~Jl- 4 - t Kn^>'t''^U 31.14g^J!lD;tTT>'U=3'>^fflMT 
mMiC-CdOa^mtmLtZo SC^M'^^{c4-^'o^r:h^^>-tf> 24.41g^t{[ 
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^i^ti Jl^:^jU h'^ 'J >>• > - 4 - -r Jl^yir^ '» —hu^y-tfy 30. 70 g ^^#^o 

'H-NMR (CDC 1 , ) (5 p pm : 
1.46 (9H. s). 1.72-1.86 (2H. m). 1.90-2.03 (2H. m), 3.32-3.45 (2H, m). 
3.63-3.76 (2H, m), 4.55-4.65 (IH. m). 6.90-7.00 (2H. m). 8.13-8.24 (2e, 
m) 

#%^J3 

4 - ( 1 - t e r t -y h^'>^;U;i<— ;ue^'J v^>- 4 — r>>l/;t4-'» T^'J 
J/ 

4 - ( 1 - t e r t -y h^i^i7J\y&^—Jl\z^^} 4 -^Ayt^^i/) — h 

a^y-ify 11.87g^Ji^y->'l/ ISOmlS-O'T- h -7 t Ka:7 5 > ISOmlCDS-^^ 
^EfCjgj^ 10%/<5 't> L.m.m 780mg^jD;L-CM{CX7Kfg|?S^T^E-e 5 

^fB^iti^^Lyro ^i^m^h^Ltz'^. ^m^msrTmmi.. 4 - ( 1 - t e r t 

- y h + v/^ ;u.-K— ;u 'J > - 4 - T— 'J :/9. 75 g ^t#/::o 

'H-NMR (CDCli)<5 ppm': 
1. 46 (9H, s), 1. 60-1. 77 (2H. m). 1. 80-1. 95 (2e. m), 3. 20-3. 80 (6H. m), 
4.21-4.30 (IH, m), 6.58-6.67 (2H, m), 6.72-6.80 (2H. m) 

4 

4 ^ 7 X V >^ ymkm. 

1, 2, 5. 6 -7^ h7t Ko- 4 -7 i-yUf'j i^^^l?^^ 125g<!:10%/N° 
7v?>:7A^^12.0g^y ^y-^H LtC^SL. ^iSfCTTKf^l^fflMT^ET- 5 

'J >':^i?^60. 3 g ^ntzo 

'H-NMR (DMSO-d. ) 5 ppm: 

1.79-2.01 (4H. o). 2.73-3.08 (3H, m). 3.20-3.45 (2H, m). 7.10-7.40 (50. 
m). 9.18 (2H, br-s) 
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#^^J 5 

4-7 /U 'J i> yJ^^iglO. 0 g <i: h 'J a^5^;bT $ >25iDl^^jk^ U > 
50ml{c:iin;i. 7K?#T h U 7;U^apigM7k'^ 8. Sml^/STL^o MST- 2 ^Fa^^ 

mSTMrnt^ 4 -7i-;U- 1 - h U 7;U;*-nT-bf-;Ut'^'j 12.45g^ 

'H-NMR (CDC 1 3 ) (5 p p m : 
1.63-1.80 (2H, m). 1.90-2.07 (2H. m). 2. 74-2.93 (2H, m). 3.17-3.32 (IH, 
m). 4.06-4.21 (IH. m), 4.62-4.78 (IH. m). 7: 11-7. 40 (5H, m) 

#%^i6 

•4- ( 4 -.r. b o7 J.— M - 1 - K 'J 7;i/>j-aT-tr^;l/b°^'; 

4-7ji— ;U- 1 - h U 7;U;f DT-tr^;Uh°'^U 123. 7 h U 7;U;t- n 
Wprn. eOOmlfc^lPL. 7i(-'/%Tmmi- H U '^A82.0g^Jn;t/-Co -?-©^^M£r'14 

<&]!JDX.T^^S$-y:A:m. ^^^^^52 4- (4--ha7i^;U) -1- h 
>J 7;U;tnT-fe5^;UH'^U >90. 4g ^^#/•Co 
'H-NMR (CDC 1 3 ) <5 p pm : 
1. 66-1.82 (2H, m). 1.95-2.10 (2H, m). 2.81-3.04 (2H, m), 3.20-3.34 (IH, 
m), 4.12-4.25 (IH, m). 4.68-4.80 (IH, m), 7.38 (2H, d. J=8.7H2), 8.20 
(2H, d. J=8.7H2) 
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4- (4-^hP7i^;U) - 1 - h 'J ■7;U7t-aT-fe^;l/t'^'j ^'WO. 5g^ 
10%/N°7v;^"':7A^5glO. 0g&c;2 N-:^M lOOml^y :^y-;U50iiil«C5gSL> tK 

ESiL. 4- (4-Tiy7x^;u) - 1 - h 'J 7;^/^□T-lr^;^t'^lJ 
60. 7 g 

'H-NMR (CDC 1 , ) 5 p pm : 
1.50-1.75 (2H, m). 1.87-2.00 (2H. m), 2.62-2.76 (IH. m), 2.77-2.91 (IH, 
m). 3.15-3.28 (IH. m), 3.61 (2H. br-s), 4.05-4.18 (IH. m), 4.61-4.74 - 
(IH. m). 6.65 (2H, d. J=8. 4Hz). 6. 98(2H, d, J=8. 4Hz) 

#%^J8 

3 h 'J 't7A^4o. og^i^s'y-^u 4ooiBi{c5gsL. ta 
sm=^i&s.Tmmu 3 -x;u*sm#iej^5^;u4o.9g<&f#/::o 

'H-NMR (DMSO-de ) <5 ppm: 
1.33 (3H. t. J=7. IHz), 4.32 (2H, q, J=7. IHz), 7.43-7.55 (IH, m). 7.60- 
8.25 (4e. m) 

##^J 9 

3 - h ^ -> ^ y n K 

3 -X;U;t^^msS?J^^^U40.9g^ig'fb^;i--;U 200iDltCj&^L. f'j 
1. Oml^ N. N-i>/ ^;l/4^;l/AT ^ K 0. Zal^lJQ^ 9 mfSUa^Mm. L /To 
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K42. 7 g ^»^o 

'H-NMR (CDC 1 3 ) <5 p pm : 
5 1.44 (3H. t, J=7.1Hz). 4.46 (2H. q. J=7. IHz). 7.69-7.79 (IH, m), 8.18- 
8.28 (IH, m). 8.38-8.48 (IH. m). 8.66-8.75 (IH. m) 

m^m 1 0 

10 3 -i h^">:/7;b'-i^— ^U'<>-tf>x;U:fx^;U^ n 'j FIO. Og^v'a:.^;!/^--?^ 

;U20ml«C?gj|?L> 7K?^T28%T>^:-T7K50ml{C^n;t> M^T'ZOii^mmWLfZo 

i^;l'7.87g^?#/=o 
'H-NMR (DMSO-d, ) S p p m : 
15 1.34 (3H. t. J=7. IHz). 4.37 (2H. q. J=7. IHz), 7.39 (2H. br), 7.79-7.89 
(IH, m), 8.03-8:12 (IH. m). 8.13-8.20 (IH. m), 8:36-8.42 (IH. m) 

#%^J 1 1 

25 @i-7i>''^'>'^7A-tr^L/rm. ^i«i&Mff§*Ls 3 b^^i/^^J^U^'-^UO 
-tf ^ ym. 4. 9 g ^?#/Co 

•H-NMR (CDClj ) <5 p p m : 

1.41 (3H. t. J=7. IHz). 4.41 (2H. q, J=7. IHz). 7.55-7.66 (IH. m). 7.76 

(2H. br-s). 7.87-7.96 (IH, m), 8.17-8.25 (IH, m). 8.31-8.38 (IH, m) 
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3 - h + •> :;57 /U :fr'^;U^ > -fe' > X ;U 7 ^i?!. 06 g ^ i :^ y - ;U 5 ml \Zl^m 
L, tR^^T 5 N-Tki^'fkTH K U -^7 ATK^fSl. OlmU J: ^-ft^ ^^t'O. 62ml^jIi<to!JD 

;l/ 522mg^t#/::o 

'H-NMR (CDCl3)<5ppm: 

1.43 (3H, t, J=7. IHz). 3.10 (3H. s). 4.44 (20, q. J=7. IHz), 7. -64-7. 73 

(IH. m), 8.10-8.20 (IH. m). 8.30-8.38 (IH. m). 8.56-8.64 (IH. m) 

1 3 

3 - / ^ >XJ\/&^~Jl'^.%^M^^Jl' 420iDg^7^ h-7t Ka:7^ > 4ml{C^ft? 

^jBm.'^m^yi^'^m^x. mM^'^j^tiMihLfzo ^tiM^tafn^^TK^-M- u 

i^^-i^ffa5feL. 3 ^J' ;u^>->';i'7;u^->'L' 283ing^^^fco 

'H-NMR (CDC 1 , ) <5 p pm : 
1.91 (IH, t. J=5.8Hz), 3.07 OH, s). 4.82 (2H, d, J=5.8Hz). 7.57 (IH. t, 
J=7.7Hz), 7.67 (IH. d. J=7. 7Hz), 7.87 (IH, d. J=7. 7flz). 7.97 (IH, s) 

m^mi 4 

'H-NMR (DMSO-d. ) 6 p p m : 
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4.57 (2H, s), 5.30-5.60 (IH, br), 7.25-7.40 (2H, m), 7.45-7.55 (2H. m), 
7.64-7.75 (IH, m). 7.77-7.85 (IH. m) 

m^m 1 5 

3 - t b^a^'y^iyXTJlfh KlO. O g^v^^ ^;bx;U4^ + -> KSOmltCTgl? L^ 
mMti U '^7 A13. Og^tl;t^m> ^;l/8. 14ml<£-?^TLMS-e 4 B#Fb^ 

AT-^^^s ^JSE<£-ziSEESiL> 2- ( 3 P^yf- 
;H6. 3 g ^'^tzo 

'H-NMR (CDC I , ) <y ppm: 
3.82 (3H, s), 4. 71 (2H. s), 7.20-7.41 (IH. m). 7.35-7.41 (IH. m). 7.44- 
7.56 (2H. m). 9.97 (IH. s) 

#^^J 1 6 

3-> h4^'>^f-;l/;j-4^->^>XT;l/7='b K 
'H-NMR (CDCl , ) «5 ppm: 
3.49 (3H. s). 5. 23 (2H. s), 7. 26-7. 34 (IH, m). 7.42-7.58 (3H. m), 9.98 
(IH, s) 

4 -<yi>Jl:^^iy- 3 KoK>v'ji h 'J ;U 

'H-NMR (CDC 1 3 ) 5 ppm: 
5. 32 (2H, s), 7. 21 (IH, d, J=8. 8Hz). 7. 32-7. 48 (5H, m). 7. 76 (IH, dd. 
J=8. 8Hz. 2. IHz). 8. 15 (Ifl, d. J=2. Iflz) 



#%^J1 7 



wo 99/10316 PCT/JP98/0368S 

2 5 

. 4 - t e r t -7'5^;bv'^^;U>U;t/^^->K>XT;U7^b K 

4-b Kn^-zOXT^I/f^t K 2. Og^N, N - i>V ^>'b*;UAT.$ K20inl 
iZ^mL. t e r t -7'^>'Ui?y ^^^I/vU^U^o^-f K2. 71 g fcckCF-f ^ r/'/- 
Jii. 23 g ^Jn;t. TJi^' >l?fflMTM-e 3 e^Pe^^jE^ -fr/co S;E;?l^tJ(-7K^ 

-^^-tJ-V') -eMSfL. 4-t e r t -T'^^Uv'y 5^;U-> 'J >'U:r+'>^>;;?:T;l' 
f't K3.35g^?#/::o 

'H-NMR (CDC 1 , ) (5 p pm : 
0.25 (6H. s). 1.00 (9H. s), 6.95 (2H. d. J=8. 6Hz), 7. 79(2H, d, J=8. 6Hz). 
9.89 (IH, s) 

1 8 

2- (3 -b Ka^'>>^>'U:7^— glF^^^^U 

2 - (3 -7h;Ui;U7i— ;^;^-*•» fflg> ^;H0. Og^7=- h =7 t Ka75 > 
50micj§^Ls 7K?^T7Klg^l:s■9 5g:^ h 'J 't^Ai. oig^ft]>L/=m> y^y-;no 

L> 2- (3 -t Ko^v/>f-;U7i-;U^^v) g^M^5^>'l/4.37g<&'#^o 
'H-NMR (CDC 1 a ) <5 ppm: 
1.69 (IH, t, J=6. IHz), 3.81 (3H, s). 4.61-4.72 (4H. m), 6.83 (IH. dd. 
J=8. 3Hz. 2. 6Hz), 6.92-7.03 (2H, m). 7.23-7.32 (IH, m) 

9 
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4-t e r t -r^^Ui^^/f-vUv 'J ;l/;f^'X>-:^;l/T;t/ZJ-;U 
'H-NMR (CDC 1 , ) 5 ppm: 
0.19 (6H, s), 0.98 (9H. s), 1.54 (IH. t, J=5. 8Hz), 4. 61(2H. d. J=5. 8Hz), 
6.83 (2H, d, J=8.4Hz). 7.23 (2H, d. J=8. 4Hz) 

5 

3-^ h^yy ?^;l/;f^v/0:x;UT;b3-;l/ 
•H-NMR (CDC 1 3 ) 5 ppm: 
1.67-1.80 (IH. m). 3.48 (3H. s), 4.67 (2H, d. J=6. GHz), 5.18 (2H, s), 
6.93-7.10 (3H. m). 7.23-7.32 (IH. m) 

10 

##«FiJ 2 0 

3 - t Ko^->^>XT;l'5=-'t K25.0gSO'i^g?:^ 'J '!7A28.3g^T-tr h 
U^U 150mlfcSn;t> •>VU:rn v-T K26. 8oil^?ST L. 60r-C= 4 ^Fa^lti^ 

J-)\y 150mUC^/|?L/-Co ^#t>n/c^fg{C7K?^T7K#^k{5 9fg:^ h y '^A 3.3g 
<?:ilt[5]{c3>iijLT»n;t. T;U3'>5?Bi^TMT'10^Fami^L/-Co S^SfS^^^Jr 
20 #Je^^^nx.l?tt<bL. i>Ji^>'UJ^-7^>'l'trttaiL. =g-«6®^ISfn^g?7K3^:h b 
>; ATk^fS. iafn:^J^7K^f^-eiH<:fe-gfe^ L . MtKS^^ v •> >i7 a -ei^i^ L iz 

*H-NMR (CDC 1 , ) <5 ppm: 
4.67 (2H, s). 5.08 (2H. s), 6.87-7. 05 (3H. m), 7.26-7.45 (6H, m) 

25 

##^J2 1 

2- (3 -yn^y ^;U:7x— W^Mj^^jI^ 

2- (3 - k Ko^v'^^;U7i-;U^+'» ^>'M.20gRZ>* h 'J 7 i 

— ;U7^;^37>f >6. i8g^^^b^5^u>30iiii{c^^L. 7K?^TEg:^'fti^^7. 8i g 
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'H-NMR (CDCl, ) <5 ppm: 
3.81 (3H. s). 4.45 (2a, s), 4.65 (20, s), 6.81-6.88 (IH. m), 6.93-6.98 
(IH, m), 7.00-7.06 (Ifl. m), 7.23-7.30 (IH. m) 

##^J 2 2 

'H-NMR (CDC 1 3 ) <5 ppm: 

3.48 (3H. s). 4.47 (2H. s). 5.18 (2H. s), 6.95-7.10 (3H. m), 7.20-7.30 
(IH. m) 

4 - t e r t - -i/'^Jl^i^y ^;U-> U /Ut}-^- •>K>>';U7'p K 
'H-NMR (CDC 1 , ) 5 ppm: 

0.20 (6H. s). 0.98 (9H. s). 4.49 (2H. s). 6.79 (2H, d. J=8. 5Hz). 7.23- 
7.30 (2H, m) 

'H-NMR (CDC 1 s ) <5 ppm: 
4.51 (2H. s), 4.79 (26, br-s), 7.52 (IH. t. J=7.8Hz). 7.58-7.66 (IH, m), 
7.83-7.90 (IH. m). 7.96 (IH. t. J=l. 8Hz) 



'H-NMR (CDC 1 , ) 5 ppm: 
3.07 (3H. s). 4.53 (2H, s). 7.57 (IH. t. J=7.8H2), 7.66-7.72 (Ifl. m). 
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• 7. 85-7. 92 (IH. m), 7. 95-8. 01 (IH, m) 

'H-NMR (CDC 1 , ) (5 p p m : 
5 4.45 (2H. s), 5.05 (2H, s), 6.89 (IH, dd, J=8. 3Hz. 2. 5Hz), 6.95-7.04 
(2H, m), 7.20-7.47 (6H, m) 

m^m 2 3 

4 -^y'Jjl7i-^i/- 1 - yue - 2 - fT-y 
10 4 -'<>-:?;U^^->- 2 - r-T^y- 1 950mgS.c;E3a:'ft:j^^2. 12 

i^'^bJ^^^>80mlfr^)SL^ h 'J ;U5j^X7-f >1. 68 g^tfeIH]{C:^flJ LTJD 

TmSaL. ^-^y'J)\^ir^=y- \--:fu^-2--:f^y 980nig^M^o 
15 'H-NMR (CDCl3)(5 ppm: 

3.99 (2H. d, J=8.3Hz). 4.15 (2H. dd, J=6. 3Hz, 1. 5Hz), 4. 54 (2H. s), 
5.70-5.82 (IH. m), 5.85-5.96 (IH, m). 7.20-7.40 (5H. m) 

2 4 

20 g^Bg4 -yy J - 2 ha^>->-;U 

i^@E4-v/Ty^>'>"/l/ 5.0g^T-ir h— hU;l/ 100mHC^^L> T;t'i3'>5? 
iB^4iT-*?^T. h5 7;U;i-D{t9g?^hn-'i'A (85%) 3. lg©T-^rb- 
h U >'U30ml^?S^}STL> mfi-e3^P^^$^i:^o S^CS^^^ii^ffTigML. 

a h-^Ux- 7";l/-ez5fe?^ Ls t^K 4-'>Ty-2-^huK> '>';U0. 95 g ^'^iZo 
'H-NMR (CDC 1 ») <5 ppm: 
2.21 (3H. s), 5.57 (2H. s), 7.79 (IH, d, J=8. IHz). 7. 94(1H. dd. J=8. Iflz, 
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1.7H2). 8.42 (IH, d. J=l. 7Hz) 

m^m 2 5 

4 - b Ko^v^^;l'- 3 ho^yy^h |J;U 
5 |^K4-i/ry-2--bn^>-:?;U 2. 0g^i:S'y-;U20inlfC!gSL. 2N 

^i/')tiYJltj^2^^a-r\^^^y^- imHi^m : > y v^if-^UJ^- 
U ;U 342mg^^§/io >v ■ 
'H-NMR (CDC 1 3 ) 5 p pm : 
2.20-2.48 (IH, br). 5.14 (2H, s), 7.97 (IH. dd. J=8. IHz, 1. 6Hz). 8.07 
(IH. d, J=8. IHz), 8.42 (IH. d, J=l. 6Hz) 

15 

ij 2 6 

4 - t e r t -•y=f-J\yi^/i-JVi/ 'J ^1/^^ ^>>U- 3 h o^>y^ h V Jl 

4 - t Kci + ->p' 3 -— h oKv/— h U >'L' 320mg<£:N, N- i/^ 

:^;UAr S K3mUcj§)|?L. t e r t -y^JlV^ / ^Jl-> V J\^i7 K 300mg 

20 Rtf^ iyV-J\^ 150iDg^5!in^> TJ\y^'>'^mmrfMi^'^-^0^riiKJO^itfZo S 

j^L. M7k65iM-7^^->t7A-e^^^^, ^i^^z^@*L> 4 - t e r t - yf- 

'H-NMR (CDC 1 3 ) <5 ppm: 
25 0.16 (6e. s). 0.97 (9H. s). 5.15 (2H, s), 7.95 (IH, dd, J=8. 2Hz, 1.6Hz), 
8.12 (IH, d. J=8.2Hz). 8.41 (IH, d. J=l. 6H2) 

2 7 

3-TSy-4-tert - y^^il/ f-yU'> 'J ;b^^->> ^;U^>V'— h 'J>>U 
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4 - t e r t -:7'f-;U'>V ^yU'> U Jl':t^i// f-^l/- 3 h uKyy's:. S ij 

. -€2^mKft^:^-^tzo ^jt^m^m^T^^^iEA.. ^s^^^axt^o ^is^v^oLf- 

10 7Kj§fg*5cfc J>'ta«I:^J^*7§?^-e)llI<^-^# L. #*iil^fe7k6ftMvir;r> •> AT|£ 
i^m. ?^i^^2^ES*L, 3 -T i y - 4 - t e r t - ^f-^l/v-V f-;b-> 'j ^l/^t 
4- •> >>< > v'^ h U ;U 377ing^?#/:o 

'H-NMR (CDCl3)<5 ppm: 
0.08 (6H, s), 0.90 (9H. s). 4.34-4.46 (2H. br). 4.68 (2H. s), 6.89 (IH. 

15 d, J=l. 4Hz), 6.97 (IH. dd. J=7. 6Hz. 1. 5Hz). 7.11 (IH. d. J=7. 6Hz) 

#%^J 2 8 

2 - (2 - t e r t -yf-^Uv'y ^;l/> U ;U^^->^ ^;U- 5 -vT/ 7 

)\^ 300mg^ f-;l'X;U;J^^ •> K 3 mUC^^ L. -^M?!7 U ^ 320ing^ Jt 0'^t::^ 
b U A 210mg&Of7'n€:i^lJjcf^;U0. 19ml^^jn;i> SO'CT 7 ^Pa^^^C^-a-^io 
K)t>.m^mK-^^m^. 'J:^^J\y:^-y-)Vl^^^L. W^^^THS^C/iS^O^^J^ 

^T-5fe^L/co ^7Ki5SM-7^'*^->t7A-e^m> mm^^i^^^L. n^tlfz 

) x-mmLfZo ?f ^>n^i7^x-;U^i:$^y-;W4iol{c^^t> 2N-7kK^l::»-h 
'J AtK^O. 46iDl€:Sn^. ^?S-e 2 ^PBlSi&$-ti:/::o S^^S^^^i^Tzg^ 
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^m-^^'^-i^'y^.x-n.^m. mm^i^E.^^L. 2 - (2 - 1 e r t -y^ji^i^ 

'H-NMR (CDC 1 3 ) <5 ppm: 

0.87 (6H, s), 0.90 (9H, s). 4.01 (2H, s), 4.72 (2H. s), 5.69-5.85 (IH, 

br). 6.71 (le. d. J=l. 5Hz). 7.01 (IH, dd, J=7. 6Hz. 1.5Hz). 7.13 (IH. d. 
J=7. 6Hz) 

MS (FAB, m/z) : 3 2 1 (M + H) 

2 9 

4 _ ^ n n - 3 -— h a^,i.#^4. 72 gS-O^'^-rkf-;*-— ;U5. 12ib1^" h;Ui>'3. 
nil{cJn/L. 90°CT'2B^rBmi^L^Co ^l&S^^^^i^ffTig^Lfc'^x ^MJCtK^ 
T25%T>^-T7K^m5ml^»nx.. IS^JPaltt^^ L/^o tfrttli^^^lX LA:^. tK 
T-^/^L> 4-i?ua - 3 -^hn^>XT5 K4.67g|^^o 

'H-NMR (DMSO-d» ) 5 ppm: 
7.77 (IH, br-s). 7.90 (IH. d. J=8. 5Hz), 8.16 (IH. dd. J=8. 5Hz. 2.1Hz), 
8.30 (IH. br-s). 8.51 (IH, d, J=2. IHz) 

m^m 3 0 

4 -■7)\^i^u- 3 Y oOXT ^ K 
'H-NMR (DMSO-ds ) 5 ppm: 
7. 65-7.85 (2H. m), 8.25-8.40 (2H, m), 8.60-8.70 (IH. m) 

##«^J3 1 

3-T^y-4-:^anK>XT$ K 

4_>>.oo-3-^h aOXT i K3. 41 gSc;rM^ba^30ing^i^^80ml{C 
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taf D:^7kT-*-^ Z -T i y - 4 - -^ au^ >XT $ K2. 21 g ^^Uito 

'H-NMR (DMSO-de ) 6 ppm: 
5. 48 (2H, s). 7. 00 (IH, dd, J=8. 2Hz. 2. IHz), 7. 15-7. 32 (3H, m), 7. 81 
5 (IH. br-s) 

3 2 

3-T5y-4-yf-;b^>XTi K2.87g^li 'J v>">15ail{c^j|?L. 7fc?^T 

10 h "J :7;u;t-Ds^i?M7kti 8. imi^iSTL. zo^mmwLfZo Kmm-^mz^^m 

:t nT-fe^;UT 5 h 'J ;U2. 90 g ^?#^o 

'H-NMR (CDC 1 ,) (5 ppm: 
2.39 (3H. s), 7.38 (IH. d, J=7. 9Hz). 7.49 (IH. dd. J=7. 9Hz. 1. 6Hz). 7.86 
15 (IH. br-s), 8.18 (IH. d. J=l. 6Hz) 

3 3 

20 4 -^ao-3- K U 7;l/xfn7-tr^;l/T ; yO'/^hU^l/ 
'H-NMR (CDC 1 » ) (5 p pm : 
7.49 (IH, dd. J=8.3Hz. 1.9Hz). 7.60 (IH. d, J=8.3Hz), 8.48 (IH. br-s). 
8.72 (IH. d, J=1.9Hz) 

25 3 4 

s-T^y^ov-hU^u i.0g^t°»j '::>>ioiiii{c^^L> tK^^Tn hu:7;u 
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□ r-i?^;UT i yov*^ h U ;n. 58 g /He 
'H-NMR (CDC 1 1 ) <5 p pm : 
7. 50-7. 59 (2H. m), 7. 80 (IH. dt. J=6. 6Hz. 2. 5Hz). 7. 92-8. 15 (2H. m) 

m^m 3 5 

4 -7;U7j-o- 3 - h 'J 7;U;i-o7-fe^;UT $ J^yV— h 'j >>u 

t&fn:^ii[7k?^?ST-«fe^L/'Co ^tt>t^/i^jS^ct••J 5iDi<&Ja^; 7K?^T?h 

^tL. m^m^^ML. 7KT"Sfe?i^L. 4 -7;i/;*-a- 3 - b U^^U^i-uT-lrf- 

•H-NMR (CDC 1 J ) 5 Ppm: 
7.20-7.40 (IH, m). 7.50-7.60 (IH, m), 8.15 (IH, br-s), 8.70 (IH," dd, 
J=7. IHz. 2. OHz) 

3 6 

2- (5 -'>7y - 2 f-;U7 Ji-;U7 s y ) 

TKl^-fk^ h V '17 A (60%*^^) 0. 52 g ^^M^^-^yizmM LT±^^<&^t . 
T;U::f>|?H^4^7K?^T4 - ^-^^^U- 3 - h U y Jl^TtuT-^i-JVT i y 
h 'j;ui. 97gcD-:?^f-;ux;i'*4-i/ K50mi^^AD;ts $ thiczfu^fj^^jL^-ji 
Liiml^m^. 60°Clcr20l^F^iI1^L/::o Si5ti^^{-7K^JD^> vJ^^^UJi^ 

':7A7K^?g30ml^3!JD^> ^g-C 6 ^Pa^^ L S^il^^J-#*gm^iJn;tT@? 
Vi^'^i/'t7A-e^Ly::^> ^iSE^j^S^L> 2- ( 5 - ->Ty - 2 
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7 i ^;UT i y ) g^®!0. 93 g ^?#/ro 
'H-NMR (DMSO-de ) <5 ppm: 
2.16 (3H, s). 3.92 (2H. s), 6.71 (IH, d. J=1.5Hz), 6. 94(1H. dd, J=7. 5Hz. 
1. 5H2), 7.16 (IH, d. J=7.5Hz) 

5 

m^m 3 7 

2- (5 -'>Ty - 2 -:7;u;ro7a:-;uT $ y ) fN^ 
10 'H-NMR (DMSO-d. ) 6 ppm: 

3.94 (2H. d, J=6. 3Hz). 6.15-6.30 (IH. m), 7.00-7.13 (20, m). 7.25 (IH, 
dd. J=11.8Hz. 8.2Hz). 12.69 (IH, br-s) 

2 - (2 - j^oa - 5 - '>Ty 7 j.^;UT$ J) ^Wi 
15 'H-NMR (DMSO-d. ) S ppm: 

3.99 (2H. d. J=6. GHz), 6.08 (IH. t. J=6. OHz), 6.95-7.08 (2H, m). 7. '47 
(IH. d. J=8. OHz), 12. 78 (IH, br-s) 

#^^J 3 8 

20 3 - y 5^;i/T ; y o V'— h g ;u 

3 - h U TJyl/^nT-fe^^l/T 5 y OV— h U^U QSOmg^T-lr h ^ISmltw^M 

-^-o^tio^FB^Jn^ii&SLfco -SiCM^fe^z^Tjii^L. aSJ-^iJ^y-^no 
AT-^m. mm^i^mm^ L. 3 - y ^^ur $ y 'oy- h }\^ 550mg^#^co 

'H-NMR (CDC I 3 ) <!> ppm : 
2.85 (3H. s), 3.75-4.27 (IH. br), 6.75-6.82 (2H. m), 6.96 (IH. dt. 
J=7. 5Hz, 1. 2Hz), 7.19-7.28 (IH. m) 
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#%^J3 9 

2- CN- (3 -yyy 7^-;t/) -N->^^JlT i /) W^m 
5 ^mti 'J '^A STOmgRO^'yu^i^gfJC^jU 828mg<£^^ID;i^ TS^CTUI^FsmjiC^ii: 

7KiSgfv^^'^.v"^AT-^J^Lfc^. 7§iS^z^ES*L. 2- CN- (3-'>Ty 
;U) -N-> f-;l/T ^ y ) S^S! 385ing^?i/io 
'H-NMR (CDC 1 , ) 5 p p m : 
15 3.09 (3H. s), 4.14 (2H, s), 6.85-6.93 (2H, m), 7.02-7.08 (IH. m), 7.24- 
7.35 (IH, m) 

4 0 

20 4 — C>-:?;U;i-^->- 3-^hnOy^h <J ;H. 57g^Ji^ V ->'HC?g^L> 

5%d^-^^ 100mg^»D;tTMS{CT7Kf^5?ffi^TSET-3^F^it1$L/ro ^ 

h U ;H. 30 g <&^#/;:o 

'H-NMR (CDC 1 , ) <5 p pm : 
25 4.03 (2H. br-s). 5.13 (2H. s). 6.85 (IH, d. J=8.3Hz). 6.93 (IH. d, J=2. 0 
Hz). 7.02 (IH, dd. J=8. 3Hz. 2.0Hz), 7.31-7.46 (5H. m) 

#%^4 1 . 

2 - (3 -'>Ty 3^3.^;UT^ y) fpS!^>v^;u 
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5 Tki^m-r iy j^nn^LtzWi. mm^i^E^^i. '^i^tifzmm^ •> u i7 y 

'H-NMR (CDC 1 3 ) <5 p p m : 
3.95 (2H. d, J=5.5Hz). 4. 46-4.60 (IH, m), 5.23 (2H. s), 6.75-6.85 (2H. 
10 m), 6.98-7.05 (IH. m), 7.20-7.45 (6H. n) 

4 2 

15 2- (2 -^^v'^Uyf^y/- 5 -->Ty ^x^;bT^ y) 5^^J.5^;U 
'H-NMR (CDC 1 , ) 5 p pm': 
1.30 (3H, t, J=7. IHz), 3.91 (2H. s). 4.26 (2H, q, J=7. IHz), 4.97-5.21 
(3H, m). 6.65 (IH, d, J=2.0Hz). 6.83 (IH, d, J=8. 3Hz). 7.01 (IH, dd. 
J=8. 3Hz. 2.0Hz), 7.27-7.50 (5H. m) 

20 

2- (3 -->Ty 7x^;i/t.sv) gNMJ^^;i/ 
•H-NMR (CDC 1 3 ) 5 p pm : 
1.32 (3H, t, J=7. IHz). 3.90 (2H. d, J=5.0Hz). 4.27 (2H, q. J=7. IHz), 
4.48-4.62 (IH. m), 6.75-6.85 (2H, m), 6.97-7.05 (IH. m). 7.20-7.30 (IH, 
25 m) 

##^J4 3 

2- CN- (3 -y/Ty ;U) -N- ( 2 - ^;UT 'J ^U) TSy] g^j^Ji 
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2- (3 --/yy 7i^;UT ^ y) W^m^^Jl^ SOOmg^ 2 -T'^ y -^HOmlJC 
L> N - Jif-^U C^-r VZfu t°;UT i > 0. 7inl> 3-r^nn-2-y ^M- ^ 
- >^ >0. 48nilSU^cfc 9 ^tr- h 5 y^-JUT '^7 A 1. 36 g .^^JD^T . 120''C 

-ei^ML. 2- CN- (3 -c/T/ -N- (2-y^;UTU;u 

) T i y 3 g^®?a^5^;l/ 250mg^m^Co 

'H-NMR (C DC 1 3 ) (5 p p m : 
1.29 (3H, t, J=7. IHz), 1.75 (3H. d. J=0. 4Hz). 3.88 (2H. s). 4. 03(2H, s). 
4.22 (2H. q, J=7. IHz). 4. 79-4. 86 (IH, m), 4,88-4.94 (IH. m). 6.75-6.85 
(2H. m). 6.95-7.03 (IH, m). 7.20-7.30 (IH. m) 

#^^J 4 4 

2- (N- (2 -'>T y y j^~J\y) -N- ( ^ -x.^J\y^yi^Jl) TiJ} j^B! 

'H-NMR (CDC 1 s ) «5 p p m : 
1,24 (3H. t. J=7.6Hz). 1. 28 (3H. t, J.=7. IHz). 2.64 .(2H, q. J=7.6Hz), . 
4.08 (2H, s). 4.22 (2H. q, J=7. IHz). 4.61 (2H, s). 6.84-6.91 (2H. m), 
7. 01 (IH. dt. 1=7. 6Hz. 1. IHz). 7, 11-7, 30 (5H, m) 



2- (N- (3 -Ov';i/;j-^ ;l/) -N- (3 -'>Ty 7x-;b) Ti 
y] g^ggj^f-yu 

•H-NMR (CDC I , ) 5 P P m : 
1.28 (3H. t. J=7. IHz). 4.07 (2H. s). 4,22 (2H. q. J=7. Iflz). 4. 60(2H. s), 
5.04 (2H, s). 6.75-7.48 (13H. m) 
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##^J 4 5 

2- CN- (3 -->Ty 7^— -N- (3 2 -y7^-;U) Tiy 
] 

2- (3 -v'Ty ;UT5 y) S^g?JL^;UO. 91 g^N. N-'>Vf-;U*;U 

T)\^^y'^m%Tvo^mmnLfzo K^>>m^s^K i -t'o^- 3 - 2 - 

y-r >0. 64nil^v^ ^ < 0 ST L> 2 B^fa^jti^ L /Co K^t^m^m^^^^lm^^ 

U '>A7K^fg20ml^Jn;t. M^-e24B#M«iL^o S^SM^^^ig^k^ f- u >-e 

2- CN- (3-vTy7i^;U) -N- ( 3 - p< 2 - ^t^^;!/) Tl^ 

] t^m72g^f#^o 

'H-NMR (DMSO-d. ) 6 ppm: 
1.69 (6e, s), 3.95 (2e, d, J=6. 4Hz). 4.10 (2H. s), 5.10-5.23 (IH, m). 
6.85-7.05 (3H, m), 7.26-7.37 (IH, m), 12.30-13.00 (IH. br) 

4 6 



2- CN-7'J;l/-N- ( 3 - vT/ 7 jl:::-;^) TS^] g^g? 
'H-NMR (DMSO-d. ) 6 ppm: 

4.00 (2H. d, J=4. 7Hz), 4.12 (2H. s), 5.00-5.25 (2H. m). 5.71-5.92 (IH, 
m), 6.80-7.05 (3H, m), 7.18-7.37 (IH, m) 
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4 7 

2- CN- (3-vTy7^^;u) -N- (4 -j^f-;u^>>';W T$ /] 
2- CN- (3 -i/ry ;u) -n- (4 -ai^;U'^>i;';u) r^y) P 

i?if-;U 420iDg^J^rS'y-;U5ml(C^PL> 2 N-7K^^t:M^ U -^ATK^fg 1.3 
MjE@*L> 2- CN- (3 -i/ry -N- (4 

T $ y ] 350mg^^#7^Co 

'H-NMR (CDCla ) 5 ppm: 
1.24 (3H. t. J=7. 6Hz). 2.65 (2H. q. J=7. 6Hz). 4.15 (2H. s), 4. 56-4.66 --M 
(2H, m). 6.87-6.93 (2H, m), 7. 04 .(1H. dt, J=7. 6Hz. 1. OHz). 7. 15 (2H, d/i 
J=8.3Hz). 7.19 (2H. d. J=8. 3Hz), 7.23-7.32 (IH. m) 

4 8 

2- -i/T J -7 JL^)\^T I y) g^gg 

2- (3 - vry 7i^;ur i y ) s^ggjc^^uso. ogtcy ^y -^u loomiii 

T y 7 i^;UT 5 y ) t^^64. 3 g ^^#/;l„ 
*H-NMR (CDCla ) 6 ppm: 
3.99 (2H. s). 6.78-6.87 (2H. m), 7.00-7.10 (IH, m), 7,20-7.30 (IH, m) 

##^^J4 9 

#^^^J 4 8 <h |Hl;^©:5-ft{Ci: I9 OTO-fk^^^^ L /tie 

2- (2 -^>y^U7!-4^->- 5 - ->Ty 7 ji^^UT $ y ) 
'H-NMR (DMSO-d. ) 6 ppm: 
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3.92 (2H. s). 5.24 (2H. s). 6.73-6.83 (IH. m). 6.95-7.12 (2H, m). 7.27- 
7.55 (5H. m), 11.50-13.50 (IH, br) 

5 0 

5 2- CN- (3 -vT/7^-;[/) -N- ( 2 - y ^;UT U T^y] -N- 

(4 — r V^o:f:^->7 ji— ;U) T-i?hT$ K 
2- CN- (3 -'>Ty7i-;U) -N- (2 -^f-;UTU;U) 7$y3 
i^yU 250mgfcy rJ' y -;H mlt 1 N -7K®?^b:^ h U -^7 ATK^jg? 5 ml^Anx.. M 

^j^jES^L/To mitltz^mt 4 --r V >^n;i?4^v'T— U > 135ing^±i'fb> ^ 
L/>30nil{C^)PPL^ 1 -^^^U- 3 - (3 ->'y^;UT5 y:/at°;l/) 7!7;U.-i^'i^ 
-rs K^lg^ 213mg^3^I5I{C:^tiJLTflO;L. ^Sl^ei^FB^Jti^Lfco 

^m^i^ : S^^J^^/U-^^-t^-^) TfSKL. 2- CN- (3 - i^T y y x.-JU 

) -N- (2 -y f-;UTU;u) T^y] -n- (4 --y v:/n;j^+->7i-;u) 

T-fe 5 K 223Ing^^#yio 
20 'H-NMR (CDC I , ) <5 p p m : 

1. 30 (6H, d, J=6.1Hz). 1.79 (3H. s). 3. 98 (2H. s). 4.05 (2H, s), 4.40- 
4.55 (IH. m). 4.73 (IH. s). 4.99 (IH, s), 6.79-6.88 (2H, m), 6.89-7.00 
(2H, m), 7.05-7.13 (IH. m), 7.27-7.40 (3H. m), 7.90 (IH. br-s) 

25 5 1 

2- CN- (3 -0>^;U;f4-->K>^;i/) -N- ( 3 - ->7y 37 Ti 
y] -N- (4 V^a:i^^'>7^— ;U) 7-trh7S K 
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'H-NMR (C DC 1 3 ) <5 ppm: 
1.30 (6H, d. J=5. 9Hz), 4.07 (2H, s), 4.39-4.55 (IH. m). 4.66 (2H. s), - 
5.02 (2H. s), 6.73-7.50 (178. m), 7.76 (IH, br-s) 

5 m^m 5 2 

2- CN- ( 1 - t e r t -y h^'>;^;l/;K— $ yv'-;U- 4 -^;uy 
) -N- (3 -'>Ty 7ji-;u) Tsy] w^m^yj^ji 

4 - h h^a^-y^'f-JV^ i^'/-JVmM.^ 2.5gt~^m-:^- t e r t-V^ 
;U4. 46 g ^mtJ^ f- \^ >30mHCJgS h U J^5^;l/T 5 > 5. 4ib1^Ad^, 

;U*X7<>5.02g^Jnx., M*CEgm'fbj^m44g^?Sj0{C:$5-fiJLrJn^. T.'t/ 

^<^(C2- (3 -i^ry 7i.iL;UT i y) g^^'<>>';U 1.8g^ j:9'^b:^hU'> 
A2. 61gS.O'N-Ji^>'Uv''< V:/a t°;UT$ > 3. Oml^jD;t> 60t:-C 5 ^P^S;£; 

-T-;U-i^{by T-mSliL. 2- CN- (1 - t e r t -y h + ">:^;Ud^' 

— ;u>r ^ y'/-;u- 4 --f^i/y -N- (3 - vyy r^y) 

mO'JjU 928mg^^#/■Co 
25 'H-NMR (CDC 1 J ) <5 ppm: 

1.61 (9H. s), 4.19 (2H, s), 4.52 (2H, s). 5.20 (2H. s). 6.87-6.95 (2H. 
m), 7.02 (IH. dt. J=7. 5Hz. 1. lEz). 7.22-7.43 (7H. m). 8.03 (IH, d. 
J=l. 3Hz) 



wo 99/1 03 1 6 PCT/JP98/03685 

4 2 

#%^J 5 3 

2- CN- (3-'>7y 7x^;U) -N- (A-^ i^VV Ji^/^JV) T$yl 
2 - CN- ( 1 - t e r t - 7* v:^;!"-*^"— ^ rJ^'Z-yU- 4 -^JU/f- 

5 ;u) -N- (3 -i/ry 7i-;u) r^y) S^^'<>c^;u 300mg^ffFigx.f-;u6 

ml{C-^^L> 2N-lg^ 0. Tml^Jnx.. 60°C-eiOB#P^S:;S$-fr/::o SjSjii^^^ 

- CN- (3 -->Ty -N- (4 --T 5 r/yjyuy T = y] 1^ 

10 mmg=S:'i^fz^ 

'H-NMR (CDC 1 , ) 5 p p m : 
4. 22 (2H, s), 4.62 (2H. br-s), 5.24 (2H, br-s). 6.65-7.10 (4B. m). 7.15- 
7. 70 (7H, m), 8. 90-11. 30 (IH. br) 

15 #^^J 5 4 

2 - CN- (3 -yyy -n- ( i -y ^;u>r ^ r^'y-yu- 4 

2- CN- (3 -'>Ty 7:c-;u) -N- (4 --T i :J^v*u;uy T5y 

] f^Sl'Ov';!/ 199mg^ ct^-fby f-;U43/zl S-Uf^S?;^ U ':7A87mg^N, N - 
20 y5^;U*;l/AT^ K2ml(C!SSL> ^?aT15^P^S;i5^-li-^o ^l&zS^^^tCTK^ 

CN- (3 -vry ^i^yb) -N- (1 ^ ;/y-;u- 4 --r^uy^ 

'H-NMR (CDC 1 , ) <5 ppm: 
3.60 (3H. s), 4.19 (2H. s), 4.52 (2H, s). 5.19 (2H. s). 6.74 (IH, br-s). 
6.88-6.95 (2H. m), 6.97-7.03 (IH, m). 7.20-7.42 (7H. m) 
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5 5 

2- CN- (3 -vT/ 7^— ;u) -N- ( 1 -y ; ^'v'-;U- 4 

2- CN- (3 -v^ry -N- ( 1 - ^ f-;u^ i ^V-^U- 4 

mg^^ -^Umlir- h-7 t Ko 7 7 > 2 mlco/l-^^ISEC^S L> MzSt-TTK 

2- CN- (3 -•>7y 7^^;!/) -N- ( 1 - y -9^ ;l'-f' E ^^y-^u- 4 - 

'H-NMR (CDCl,)<5ppm: 
3.76 (3H, s). 4.31 (2H, s). 4.63 (2H. s). 6.73-7.07 (4H. m), 7. 47(1H. s) 

5 6 

2- CN- ( 1 - t e r t h^->7^;l/;j<j:i;U- 5 -y f-v'U^ £ 4 
-^;uy?^;b) -N- (3->Ty 7^^;u) riJ) W^m 

'H-NMR (CDC 1 J ) 5 p pm : 

1.64 (9H. s). 2.52 (3H, s). 4:31 (2H. s). 4.55 (2H. s). 6.65 (IH, br-s), 
6.78-6.84 (IB, m). . 7. 00-7. 07 (IH. m). 7.22-7. 33 (IH. m). 8. 06 (IH, s) 

2 - CN- (1 - t e r t -zT \^^->ijjUrti~ji^ I 4 -^;uy 

) -N- (3 -j/yy 7x^;t/) TXJ^ g^gg 
'H-NMR (CDC 1 , ) <5 p p m : 

1.65 (9H. s). 4.31 (2H, s), 4.62 (2H. s). 6.75-6.80 (IH. m). 6.83-6.90 
(Ifl. m). 7.01-7.07 (IH. m), 7.24-7.35 (Ifl. m). 7.42-7.47 (IB. m). 8.10 
(IH. d, J=l. Iflz) 
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##^J 5 7 

2- CN- (3 -->Ty -N- (jl --fut'Jl^-f l^'y'-jU- 4-4 

2- CN- (3 -•>Ty 7i-;u) -N- (4 --r $yy'j;uyf-;u) T5y 

5 ] fFiE'^>i?;U 177mg^N, N - 5^;U;^;i/AT ^ KlmlJC^PL. ^S?:^ U 
10 -•r>'L'-ig>fi:y ^L/» -C"!|tS{Lj*-Co ?#t>tl7tJiX7=->/l'<»:10%/N°5 v'-t? 4 

N- (3 -v'Ty -7^— -N- ( 1 f;u-r 5 ^v*-;u- 4 --r^uy f- 

15 ;U) T 5 y ] i^®?18mg*m^o 

•H-NMR (C DC l , ) 5 p pm : 

0.95 (3e. t, J=7. 4Hz), 1.76-1.93 (2H. m), 3.87-3.99 (2H. m). 4.21-4. 38 

(2H. br). 4.62 (2H. br-s), 6.72-7.03 (4H, m). 7.45-7.55 (IH. m) 

20 5 8 

2- (3 -jyyy :7aL^;UT$ /) -N- (4 — ( y-fa t'jiy ^^ji) h 

2- (3 - i/Ty Vi— ;UT $ y) i^^2.20gS.O'4 -'C V^ntf^l/T-'J > 
1.8.8iiil<£::^^by f^U>80el{Ci^jSL. 1 3 - - / "f-Jl^T i ^ Zf 
25 a t°;l/) 7l7;l/*'v>'1' ^ h^mM^2. 88 g ^^ic[5](c:^iij LTJn;t. Sz&T- 2 B#F^m^^ 

M^B^L. 2- (3 -vry 7aij:i;uT $ y ) -n- (4 yyuf^uvi- 
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'H-NMR (C DC 1 3 ) d? p pm : 

1.22 (6e, d, J=6. 9Hz), 2.79-2.94 (IH, m), 3.93 (2H. d. J=5. 4Hz), 4.62- 

4.74 (IH, m). 6.82-6.93 (2H. m), 7.05-7.35 (4H. m), 7.42 (2H, d, 
5 J=8. 5Hz), 8.16 (IH, br-s) 

m^m 5 9 

10 2- (S --^T y y ^~J\^T i y) -N- C4- (l - h y^^j-uT-^^jm: 

^ 4 y ^—ji^i y-bhr^ K - 

'H-NMR (CDC 1 3 ) <5 p p m : v 
1.55-1.75 (2E. m). 1.88-2.01 (2H. m). 2. .72-2. 91 (2H. m), 3.16-3.28 (IH, 
m), 3. 94 (2H. d, J=5. 4Hz), 4.07-4.19 (IH, m), 4.62-4.77 (2H, m). 6.85- 
15 6.94 (2H. m), 7.06-7.20 (3H, m). 7.25-7.36 (IH. m), 7.47 (2H, d. 
J=8. 5Hz), 8.24 (IH, s) 

2 - CN- ( 1 - t e r t -y b^'yti Jl^-^s^jV^ = W-jl^- 4 -^Ji^yi^Jl 

) -N- (3 -->Ty >'U) Tiy) -N- iA yzfut°j\^y 

20 h7$ K 

'H-NMR (CDC 1 ,) (5 p p m : 
1.22 (6H. d. J=6.9Hz), 1.66 (9H. s), 2.80-2.94 (IH. m). 4.20 (2H, s). 
4.61 (2H. s). 6.87-6.97 (2H. m), 7.00-7.07 (IH, m), 7.18 (2H, d, J=8. 5 
Hz), 7.22-7.30 (IH, m). 7.42 (IH, d, J=l. IHz). 7.58 (2H. d. J=8.5Hz). 

25 8.08 (IH. d, J=l,lHz), 11.11 (IH, s) 

2- CN- (3 -yyy 7 ji— ;U) -N- ( l -^q h°;U-f ~ 4 
;U^^;U) 7^/3 -N- ( 4 --r V:^o e;U7^^>>U) 7-{rb7^ K 



'H-NMR (CDCl3)<5 ppm: 
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0.94 (3H. t, J=7. 4Hz). 1.21 (6H, d. J=6. 9Hz), 1.74-1.91 (2H, m), 2,75- 
2.92 (IH. m), 3.91 (2H. t. J=7. IHz). 4.21 (2H. s), 4.62 (2H. s). 6.87- 
7.08 (4H. m), 7.12-7.29 (SH. m), 7. 46 (IH. d. J=l. 2Hz), 7.60 (2H, d. 
J=8.6Hz), 11.74 (IH. s) 

5 

2- CN- (3 -y/yy 7x— ;U) -N- ( 1 -y ^;U^ S :?^'/-;U- 4 --<;u 
p<^;U) Tiy) -N- (4 --f V>^nb°;U7x-;U) 7-trhT^ K 

'H-NMR (CDCl3)(5 ppm: 
1.21 (6H, d. J=6. 9Hz), 2.78-2.91 (IH. m). 3.73 (3H. s). 4.21 (2H, s). 
10 4.61 (2H, s). 6.87-7.06 (4H, m). 7.13-7.35 (3H. m). 7.44 (IH, s), 7.60 
(2H. d. J=8. 6Hz). 11.71 (IH. s) 

2- CN- CZ -i/T y y x.^Jl) -N- (Z -jt^JV- 2 -Vt^—JU) TXJ 
3 -N- C4- ( 1 - ^ 'J 7;l/;j-a7-ir^;l/h°^'j 4 -y :,^^M 
15 T-fe h7 S K 

'H-NMR (CDC 1 3 ) <5- ppm: 

I. 45-1.85 (8H. m). 1.90-2.05 (2H. m). 2.73-2.92 (2H, m), 3.16-3.30 (IH, 
m). 3.97 (2H, s), 4.03 (2H, d, J=8. 3Hz), 4.08-4.20 (IH. m). 4.62-4.75 
(IH. m). 5.20-5.30 (IH, m). 6.90-7.52 (8H. m), 8.12 (IH, br-s) 

20 

2- CN- (1 - t e r t -7't-4^->;/7;l/^:.:i;U^ 4 ->r;l/^^;U 

) -N- (3 -i/yy 7 Ji-v'b) 7XJ^ -N- (4 V^o^^'>7x^;l/ 

) y^vrx K 

'H-NMR (CDC 1 3 ) <5 ppm: 
25 1.31 (6H. d, J=6. IHz). 1.65 (9H. s). 4.19 (2H. s). 4.44-4.54 (IH. m). 
4.61 (2H. s). 6.81-6.96 (4H. m). 7.01-7.09 (IH, m). 7.22-7. 32 (IH, m). 
7.42 (IH, d, J=l. IHz), 7.54 (2H. d. J=9. OHz), 8.07 (IH. d, J=LlHz). 

II. 04 (IH. br-s) 
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2- CN- Cl - t e T t -y h^'yttJl&'^Jl^- 5 - :>( 'f-J\^'i I ^V—jL>-A 
-^Jl/^M -N- (3 -'>7V7x-;l/) T^y) -N- (4--<V^pM? 

'H-NMR (CDC 1 s ) <5 p pm : 
1.31 (6H, d. J=6. IH2), 1.65 (9H. s), 2.52 (3H. s), 4.19 (2H, s), 4.42- 
4.57 (3H. m). 6.73-6.79 (IH. m), 6.81-6.89 (3H. m), 6.99-7.06 (IH. m), 
7.20-7.30 (le. m), 7.55 (2H, d, J=9. OHz), 8.03 (IH, s). 11.32 (IH, br-s) 

2- (3 -->Ty ;U7^ y) -n- (a v^a^^^i/y jl^ji^) t-^ 

KT S K 

'H-NMR (CDC 1 3 ) <5 ppm: 
1.31 (6H. d. J=6.0Hz). 3.93 (2H, d. J=5. 3Hz). 4.42-4.56 (IH, m), 4.58- 
4.69 (IH. m), 6.80-6.95 (4H. m). 7.05-7.15 (IH. m). 7.27-7.43 (3H. m). . 
8.05 (IH, br-s) 

2- (N- ( 3 - ■>7/ 7 Ji-;U) -N- ( 3 -y 2 -^T^^^U) T i J 

3 -N- (4 — r V:/o^4^'>7a:-/t^) T-izh7i K 

'H-NMR (C DC 1 s ) (5 ppm: 
1.31 (6H, d, J=6.0Hz). 1.72-1.81 (6H. m), 3.96 (2H. s). 4.03 (2H, d, 
J=6. 6Hz). 4.43-4.57 (IH. m). 5.19-5.29 (IH. m). 6.84 (2H. d. J=9. OHz). 
6. 92-6.99 (lH. m), 7.00-7.06 (IH. m). 7. 08-7. 15 (IH. m). 7.30-7.40 (3H.. 
m). 8.03 (IH, br-s) 

2- CN-7U;U-N- (3 -i/yy 7 Ji^;l/) 71^} -N- Ci-^VZfa 
^^'>7^^;l/) 7-feh7i K 

'H-NMR (CDC 1 3 ) <5 ppm: 
1.31 (6H, d. J=6. IHz), 4.02 (2H. s). 4.09 (2H. d. J=5. Iflz). 4.43-4.55 
(IH, m), 5.17-5.37 (2H, m). 5.80-5.96 (IH. m), 6.76-7.43 (8H. m). 7.96 
(IH. br-s) 
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2- CN- (3 -'>Ty -N - / f-J\^T I -N- (4-^v:/n 

'H-NMR (CDC 1 3 ) <5 p p m : 

1.22 (6H, d, J=6. 9Hz), 2.82-2.94 (IH, m), 3.14 (3H, s). 4.00 (2H. s), 
6.95-7.01 (IH. m), 7.02-7.07 (IH. m), 7.12-7.22 (3H. m). 7.32-7.45 (3H, 
m), 8.01 (IH. br-s) 

2- CN- (3 -yyy ;U) -N-yf-;U7$y3 -N- (4-^vyn 

:f?4^->:7x-;l/) 7-tr hTS K 
'H-NMR (CDCl3)(5 ppm: 
1.31 (6H. d, J=6. IHz). 3.13 (3H. s), 3.99 (2H. s). 4.43-4.56 (IH, m). 
6.84 (2H. d, J=9.0Hz), 6.95-7.01 (IH, m). 7.02-7.06 (IH, m), 7.12-7.17 
(IH. m), 7.32-7.40 (3H. m). 7.93 (IH. br-s) 

2- CN- (3 -'>7y-.7^^;U) -N- (i -Ji^^Jl^^^i^M Tiy} -N 
- ( 4 V7'D;t^^->7aL— ;U) T-fe•^7^ K 
'H-NMR (CDC 1 3 ) <5 ppm: 

1.23 (3H. t, J=7.6Hz). 1.30 (6H. d, J=6. OHz), 2.65 (2e, q. J=7. 6Hz). 
4.10 (2H. s), 4.42-4.53 (IH. m), 4.67 (2H, s). 6.81 (2H. d, J=9. OHz), 
7.02 (IH. dd, J=8.6Hz, 2.8Hz). 7. 06-7. 27 (8H. m). 7. 30-7. 40 (IH. m). 
7.75 (IH, s) 

N- C4- (1 - t e r t h^->;!7;l/>i^'^;l/fc°^'J v'^- 4 -^;U^^'» 
- 2- (2 - t e r t -y^;Uvp<^;Ui/U;i/>j-4^->^^;u- 5 

'H-NMR (CDC 1 3 ) d ppm: 
0.11 (6H, s), 0.90 (9H, s), 1.46 (9H, s). 1.65-1.79 (2H. m), 1.83-1.96 
(2H. m). 3.26-3.39 (2H, m). 3.62-3.77 (2H, m), 3.95 (2H. d. J=5. 6Hz), 
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4.37-4.47 (IH. m), 4.80 (2H. s). 5.93 (IH, t. J=5. 6flz), 6. 78-6. 83 (IH, 
m), 6.87 (2H, d,. J=9. OHz). 7. 05-7. 12 (IH. m). 7.16 (IH, d. J=7. 6Hz). 

7.38 (2H, d. J=9. OHz), 8.06 (IH. s) 

2- (2 -K>-:^;u;j-4^->- 5 -'>Ty 7 j:J^;i/T ; y ) -n- C4- (i-t 

e r t ;l/fc°^'; v>- 4 — r>>U^^'» 7x.^;U3 7-t?hT 
i_K 

'H-NMR (CDC 1 , ) 5 p pm : 

1.46 (9H, s). 1.65-1. 79 (2H, m). 1.83-1.96 (2H. m), 3.26-3.38 (2H. m), 
3.62-3.75 (2H. m). 3.91 (2H, d. J=5. 7Hz), 4.36-4.46 (IH, m). 5.10-5.20 
(3H. m). 6.76 (IH. d. J=l. 9Hz), 6.83-6.97 (3H, m), 7. 12(1H. dd. J=8. 3Hz. 
1.9Hz). 7.35-7.50 (7H, m). 8.18 (IH. br-s) 

N- C4- ( 1 - t e r t -y h^->^>'t^--^'^>'l^ti^U -:>'>- 4 
yju-Jl} - 2- (5-'>7y-2 -y ^;U7 ji^;U7 S y) 7-t? h7^ K 
'H-NMR (CDCli ) 6 p p m : 

1.47 (9H, s). 1.65-1.80 (2H. m), 1.83-1.98 (2H, m). 2.31 (3H, s). 3.26- 

3.39 (2H. m), 3.61-3.75 (2H. m), 3.97 (2H. d. J=5. 2Hz), 4.36-4.49 (IH, 
in). 4.56 (IH. t. J=5.2flz). 6.75 (IH. d. J=1.3Hz). 6.88 (2H. d. J=9.0Hz). 
7.06 (IH. dd, J=7.6Hz. 1. 3Hz). 7.19 (IH, d. J=7. 6Hz). 7.41 (2H. d, 
J=9,0Hz). 7.99 (IH.. s). . 

N- C4- (1- t e r t -V h^i/iiJlt'^Jlh'^^) A Ji'^^iy) 
yjL-jVi - 2- (,2-9ua-5-i/Tyyx.:=-}\^Tiy) K 

'H-NMR (CDC 1 , ) (5 p pm : 
1.47 (9H. s). 1.67-1.80 (2H, m). 1.84-1. 97 (2H. m). 3.27-3.39 (2H. m). 
3.63-3.76 (2H. m). 4.00 (2H. d. J=5.3flz). 4.38-4.48 (IH. m). 5.30 (IH, 
t, J=5.3Hz), 6.81-6. 95 (3H, m), 7.06 (Ifl, dd, J=8. IHz, I.8H2). 7.37-7.46 
(3H, b). 7.89 (IH. br-s) 
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2- (5 -->Ty - 2 -•7;U;to73^^;UT; y ) -N- ( 4 ->r V^od?^'> 

V — 7-^Y7\ K 

'H-NMR (C DC 1 3 ) <5 p pm : 
5 1.32 (6H, d, J=6. IHz), 3.97 (2H. d. J=5. 5Hz), 4.45-4.55 (IH, m). 4.85- 
4. 95 (IH. m), 6. 82-6. 95 (3H, m), 7. 08-7. 19 C2H. m), 7. 40 (2H, d, 
J=9.0Hz), 7.93 (IH. br-s) 

N- C4- ( 1 - t e r t -r h4=-->7^;U;ft;::.;Ufc°^'; 4 
10 -7 s^^)\A -2- {Z --^r J -:j s. — j\^T I T-t?hTS K 
'H-NMR (DMSO-d, ) 5 ppm: 
L 25-1. 60 (IIH, m), 1.78-1.95 (2H. m). 3.05-3. 25 (2H. m), 3.55-3.75 (2H, 
m). 3.89 (2H, d, J=6. 2Hz), 4.37-4.55 (IH. m), 6.43-6. 57 (IH, m). 6.82- 
7.02 (5H. m). 7.20-7.35 (IH, m). 7.48 (2B. d, J=8. 8Hz). 9.87 (IH. s) 

15 

#^^J 6 0 

2 - CN- (1 - t e r t -y' Y^'^'ti 5 -^^^^U^T S 4 

20 -N- (3 -->Ty TSy] g^M^>-:^;u 

'H-NMR (C DC 1 J ) (? ppm: 
1.61 (9H. s). 2.35 (3H, s). 4.14 (2H, s). 4.43 (2H, s), 5.17 (2H, s), 
6.98-7.06 (3H, m). 7.22-7.42 (6H. m), 7.98 (IH. s) 

25 2 - CN- (1-tert h4^->:^;Ufe;U- 5 ^ 4 

— f;i/yf-;u) -N- (3 -y/yy 7 T^yp -N- C4 - (1-h'J 

'H-NMR (CDC 1 ,) <5 ppm: 
1.59-1.77 (IIH. m), 1.89-2.00 (2H. m). 2.52 (3H. s). 2.71-2.91 (2H. m). 
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3.18-3.29 (IH, m). 4.08-4.18 (IH, m), 4.20 (2H. s), 4.53 (2H, s), 4.64- 

4.74 (IH. m). 6.71-6. 80 (IH. m), 6.81-6.87 (IH, m), 6.98-7.06 (IH, m),:- 

7.15 (2H, d, J=8.6Hz), 7.20-7.30 (IH. m), 7.62 (2H, d. J=8.6Hz), 8.04 
(IH. s), 11.48 (IH. s) 

5 

2- (N- ( 1 - t e r t h^->:»;U.-K-;l/- 5 ^ 4 
— r;Uy5^;U) -N- (3 -->Ty 7^.r.;U) Tiy^ -N- (4--<V:fnb° 

'H-NMR (CDCI3 ) <5 ppm: 
10 1.22 (6H. d. J=6. 9Hz). 1. 65 (9H. s).^ 2. 52 (3H. s), 2.80-2.93 (IH. m). 

4.19 (2H, s). 4.53 (2H. s). 6.74-6.80 (IH, m), 6.82-6.89 (IH, m), 6.98- 
7.05 (IH. m), 7. 17 (2H. d, J=8. 5Hz), 7.21-7.29 (IH, ni).7.57 (2H. d. J=... 
8. 5Hz). 8.04 (IH. s). 11. 31 (IH. br-s) 

15 6 1 

2- (3 -'>Ty ^^^>>UT ; y ) -N- C4- ( 1 - h U 7;U:to7-trf-;U.fc° 
^■J>'>-4 — r;U;i-4--» 7 7-fe K 

N- C4 - (1-tert - y h^'>tlJ\^t^~Jl^h'^*) 1 --f ;U:r^-> 

) - 2 - (3 -i^ry :7iJ^;bT i^) r-t hr $ K 33Qag=^J:.^y 

- Jl/30inl tiM-^ty ^ U >20ml©zl^?§i«{C^M L> 7K^T> ig'fbTK^^'i^^-^A 

tjtlfc^M^ f 'J > 4 mlJC^j^L. tK^^T H U 7 ;U5r d g^i^MTKtlO. 12nil^ 

ftl^L^ 2 - (3 -'>Ty 7i^;UT$ y) -N- C4- (1 - h 'J •7;^;^^T 
■fe^;ut°^'J >- 4 --Y;U5i-^v/) -y 3.~M 7^V7\ K 290mg^^#y::<, 

'H-NMR (CDClj)(5 ppm: 
1.88-2.01 (4fl. m). 3.60-3.82 (3H. m). 3.86-3.95 (IH, m), 4.43 (2H, s). 
4.57-4.63 (IH. m). 6.90 (2H. d. J=8. 9Hz). 7.38-7.48 (3H. m), 7.54-7.64 



20 



25 
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(IH. m), 7.71-7.83 (3H, m) 
6 2 

2- CN- C3 -'>7y 7x^;U) -N- (3 -Ji h^i>7^;U:t^'j:L;U^^7l/^i^ 
5 y/^yy'^U) 7 ^ -N- C4- ( 1 - hU n T-trf^yL/fc'^ 'j > - 4 

2- (3 -v/ry 7x-;UT ^ y) -N- C4- (l - h V 7;U;i-nT-lr^;U 
t'/^i; 4 _^;U) 7x^;b] T-trhT? K6. 14g^ 2- (S-yn^^f- 
;b7x— /Uyj-^i/) i^i^^f-^U 5. Sg^O'cfc^-fbTH h ij '>A2. 57g<£ra^:5'y->»U 
10 lOOmKc!^® L> N - J^^yUv^'T V^n h'JlT 5 >3. 73inl^)!l0;t. ISB^Pa^^jn^ftig 

\i¥uy^y-mt/^vy-^=^^y) TmsiiL. 2- CN- iz-i^TJ-y 

15 -N- ( 3 -j:- h4-->3!7;U+'^;l/y f-yU^ + v/z^^i^-VL/) Tl^^ -N 

^ C4 --.(1 - h U •7;U5j-nT-tr^>'Ut°'^U 4 -'I';!/) Tx^r-^UD T-fe h 

'H-NMR (CDC1»)5 ppm: 
1.28 (3H. t. J=7.1Hz). 1.60-1.73 (2H. m). 1.89-2.01 (2H. m), 2,72-2,91 
20 (2e, m). 3.17-3.28 (IH, m). 4. 05-4. 19 (3H. m), 4.24 (2H, q, J=7. IHz), 
4.59 (2H, s), 4.63-4.74 (3H, m), 6.77-6. 90 (3H, m), 6.97-7.06 (2H, m). 
7.10-7.19 (3H, m), 7.23-7.42 (4H. m). 7.83 (IH. br-s) 

m^m 6 3 

25 #%^J 6 2 tnUo:>l51^\^^'Oi>XTOit^m^^^LfZo 

2- CN- (3 -Ov>;l/^4^-X>v^>'U) -N- ( 3 - -xTy 7 jc^;U) 7 ^ 
-N- (4 V^ofc';U7x— ;U) 7-t?h7$ K 



'H-NMR (CDCls ) S ppm: 
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1.21 (6H. d. J=6.9Hz), 2.78-2.92 (IH. m), 4.08 (2H. s). 4.67 (2H. s). 
5.02 (2H. s), 6.78-6.85 (2e, m).. 6.89-7.18 (6H. m). 7.23-7. 40 (9H, m), 
7.82 (IH. br-s) 

2- CN- (3 -:^aaOv';b) -N- ( 3 - ->T 7 7 j^^;U) TiJ) -N 
- (4 V^g ;u) T-^bTl K 

'H-NMR (DMSO-d. ) (5 ppm: 
1.17 (6H. d, J=6. 9Hz), 2.76-2.90 (IH. m), 4.34 (2H. s), 4.73 (2H, s). 
6.92 (IH. dd. J=8. 6Hz, 2. 4Hz), 6.98-7.08 (2H. m). 7.18 (2H, d. J=8. 5Hz), 
7.24-7. 43 (5H, m). 7.49 (2H. d. J=8.5Hz). 10.02 (IH, s) 

2- (N- i4 -^ly'JJ\y7i-^iy- 2 -Zfy^^Jl) -N- (3-->Ty7^— ;U 
) TSy3-N-(4 V^g b:>>l/7ai— ;U) T-fe h7 $ K 

'H-NMR(CDCl3)<5 ppm: 
1.15-1.25 (6H, m). 2.80-2.94 (IH, m). 3.92-4.19 (6H. m), 4.-48-4.60 (2H. 
m), 5-..60-6. 00 (2H. m). 6.92-7.42 (13H. m). 8.02 (IH, br-s) 

2- [N- (3 -'>7y 7x^;u) -N-->^g'/gti;i/>^;i/7 $ y] -n- 

C4- (1 - h 'J ^yl/yj-gT-fe-^v^t'b'^'j 4 7-trh7 

i_£ 

'H-NMR (DMSO-d« ) (5 ppm: 
0.20-0.35 (2H. m), 0.40-0.55 (2H, m), 0. 99-1.12 (IH. m), 1.49-1. 66 (2H, 
m), 1.80-1.95 (2H. m). 2.75-3.02 (2H, m), 3.88-4.01 (IH, m). 4.25 (2H. 
s). 4.35-4.47 (IB. m). 6.92-7.10 (3H. m). 7.19 (2H, d, J=8.6Hz). 7.26- 
7.38 (IH, m), 7.50 (2H, d, J=8. SHz), 9.93 (Ifl, s) 

2- CN- CZ -i/T y y :^-Ji^) -N- (3 h^'>>^;U>f4^'>K>v;U 
) y;/] -N- C4- ( 1 - h 'J :7 7U;^g7-bf-;l/b°^U >^>- 4 7 
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25 



wo 99/10316 



5 4 



PCT/JP98/03685 



'H-NMR (CDC 1 3 ) 5 p pm : 
1.58-1.75 (2H. m). 1.88-1.98 (2H. m). 2.72-2.90 (2H, m), 3.16-3.28 (IH. 
m). 3.44 (3H, s), 4.06-4.18 (3H. m). 4.62-4.73 (3H. m), 5.14 (2H. s), 
6.82-6.94 (2H, m). 6.96-7.18 (6H. m). 7.25-7.40 (4H, m), 7.87 (IH. br-s) 

2- CN- (A -Kyi?jl7i-^i/-2 -yy^^Jl) -N- (3 - i/T / y jl-J\^ 
) T^y] -N- C4- ( 1 - h 'J o7-b^;l/fc°^'J -:>'>- 4 y 
^^;U] 7-tr h7 ^ K 
'H-NMR(CDCla)(J ppm: 
1.60-1.75 (2H. m). 1.88-2.00 (2H, m). 2.72-2.90 (2H. m). 3.14-3.30 (IH. 
m). 3.98 (2H, s), 4.08-4.20 (5H. m). 4.56 (2H. s), 4. 63-4.75 (IH. m), 
5.60-5. 70 (IH, m). 5.88-5.99 (IH. m). 6.91-7.47 (13H, m), 8. 08(1H. br-s) 

2- CN- (3 -^aaK>-;>';U) -N- ( 3 - '>7y ^7 j^^yU) TU) -N 

- C4- ( 1 - h 'J ^^U^aT-tr^yUb'^'J v'y- 4 -^;U) y ji^Jl) 7-ir h 
Ti K 

'H-NMR (DMSO-da ) 6 ppm: 
1.50-1.70 (2H. m). 1.80-2.00 (2H. m). 2.85-3.05 (2H, m), 3.90-4.00 (IH. 
m). 4.25-4.50 (3H, n), 4.73 (2H, s), 6.86-7.10 (3H. m). 7.15-7.60 (9H. 
m), 10.04 (IH. s) 

2- CN- C2 -yn^Oi^Jl) -N- (Z -i^7 J y ^^J^) TlJ} -N 

- (4 — r V:fo 7-bh7$ K 
'H-NMR (DMSO-de ) 5 ppm: 

1.17 (6H, d, J=6. 9Hz). 2.76-2.90 (IH. m). 4.35 (2H, s), 4.70 (2H, s), 
6.84 (IH. dd. J=8.7Hz. 2. 5Hz). 6.94-6.99 (IB. m). 7.05 (IH. d. J=7.5Hz). 
7.13-7.40 (6H. m). 7.50 (2H. d, J=8. 5flz). 7.68 (IH, d. J=7. 9Hz). 10.01 
(IH. s) 
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2- CN-^>-:x;U-N- (3 -'>Ty Tgy] -N- C4 - (1- 

t e r t -7'h4=-'>^>>Ud^'^;Ub°^'j 4 y ^—Jl) T-^> 
T$ K 

'H-NMR (CDC 1 , ) 5 p p m : 

1.46 (9H, s), 1.66-1.78 (2H. m). 1.84-1.95 (2H. m). 3.27-3.36 (2H. m). 

3.62-3.73 (2H, m), 4.11 (2H, s), 4.36-4.46 (IH, m), 4.72 (2H, s), 6.85 

(2H, d, J=9.0Hz), 6.99-7.16 (3H. m). 7.19-7.43 (8H. m). 7.80 (IH, s) 

2- CN-^>v';b-N- (3 -->7y 7aL^;u) y^y) -N- CA--(vzf 

'H-NMR (C DC 1 » ) <5 ppm: 
1.30 (6H, d, J=6. IHz), 4.11 (2H, s). 4.45-4.53 (IH. m), 4.71 (2H. s), ; 
6. 82 <2H. d. J=9.0Hz). 7. 00-7.15 (3H. m). 7.19-7.42 (8H, m), 7.77 (IH," 
br-s) 

2- CN- (3 -'>7y -N^ (3 -y h^->:^;U;K— ;UK>-:^>'U) 

T i -N- (4 --(VZfa^^^iyy T-t?h7^ K 

'H-NMR (CDC 1 3 ) (5 ppm: 
1.30 (6H. d, J=6. IHz), 3.90 (3H, s), 4.12 (2H, s). 4.41-4.55 (IH. m). 
4.75 (2H. s). 6.82 (2H. d, J=9. OHz). 6. 97-7.07 (2H. m). 7.13 (IH. d. 
. J=7. 6Hz), 7.27-7. 49 (5H. m). 7.77 (IH. br-s). 7. 92 (Ifl. s). 7.99 (IH. d. 
J=7^ 5Hz) 

2- (N- aaKyj/Jl) -N- ( 3 - v/7y 7 x^;l/) T^^J -N 

- iA-^Vfa^j[^yjL^Jl) 7-trb7$ K 
'H-NMR (DMSO-ds ) 5 ppm: 
1.17 (6H. d. J=6.9Hz). 2.75-2.90 (IH, m). 4.31 (2H, s). 4.71 (2H, s), 
6.92 (IH. dd. J=8. 4flz. 2.6Hz). 6.98-7.07 (2H. m), 7.17 (2H. d. J=8. 6Hz). 
7.25-7.45 (5H. m), 7.49 (2H, d, J=8.6Hz). 10.00 (IH, s) 
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2- CN- (2 -■^nuKy-Jjl) -N- -i^TJ y ±^Jl) T^y] -N 
- (4 — ( VZfa\iJly T-khTi K 

^H-NMR (DMSO-d, ) (5 p p m : 
1.17 (6H, d, J=6.9Hz). 2.75-2.90 (IH, m), 4.34 (2H, s). 4. 75 (2H. s), 
6.82-6.90 (IH, m). 6.95-7.01 (IH. m), 7.02-7.10 (IH, m), 7.18 (2H, d, 
J=8.7Hz), 7.22-7.38 (4H, m), 7.45-7.57 (3H, m), 10.02 (IH. s) 

2- CN- (3 -->7y ;U) -N- (3. 4 - v^;^ o □K> vVU) 7iJ 

] -N- ( 4 V^o bVl/y j^— ;U) 7-t?hTS K 
'H-NMR (DMSO-d. ) 6 p p m : 
1.17 (6H, d, J=6.9Hz), 2.75-2.90 (IH, m), 4.34 (2H. s). 4.73 (2H. s). 
6.87-6.95 (IH. m). 6.98-7.08 (2H. m). 1 18 (2H, d. J=8.6Hz). 7.28-7.38 
(2H, m). 7.49 (2H. d. J=8, 6Hz). 7.58-7.66 (2H. m), 10.03 (IH. s) 

2- CN- (3 -->7y 7 ji^;L/) -N-->^a^ab°;uy.f-;i/T$ y3 -N- 

(4 vynf^U^x— ;U) 7-trhTS K 

'H-NMR (DMSO-d, ) 5 p p m : 
0.25-0.35 (2H, m). 0.43-0.55 (2H, m), 0.95-1.30 (7H, m). 2. 75-2. 90 (IH, 
m). 4.26 (2H, s), 6.92-7.13 (3H, m), 7.17 (2H, d, J=8.5Hz), 7.30-7.40 
(IH, m), 7.49 (2H, d. J=8. 5Hz), 9. 93 (IH. s) 

2- CN- (3 -yyy -N- ( 3 -y ^ ^X^l/^f^^^l/Ov^Vb) T 

-N- (4 V^nfc°;l/:7a.^;U) 7-bh7$ K 
'H-NMR (DMSO-d. ) 5 ppm: 
1.17 (6H, d, J=6.9Hz), 2.75-2.90 (IH. m). 3.19 (3H, s), 4.35 (2H. s), 
4.84 (2H. s), 6.90-7.00 (IH, m). 7.01-7.10 (2H. m). 7.17 (2H. d, 
J=8.6Hz). 7.28-7.38 (IH. m). 7.49 (2H. d. J=8. 6Hz). 7.58-7.72 (2H. m). 
7.82 (IH, d, J=7.4Hz). 7.88 (IH. s), 10.04 (IH, s) 
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2- CN- (3-vTy7x— ;u) -N- (3 -7;;U7t^^;UK>v';U) T)^ 
y) -N- ( 4 v:^a h°;l/7 y-^hT^ K 

'H-NMR (DMSO-de ) 5 ppm: 
5 1.17 (6H. d. J=6.9Hz), 2.75-2.90 (IH, m), 4.34 (2H. s), 4.81 (2H. s). 
6.90-6.98 (IH. m). 7.00-7.10 (2H. m), 7.18 (2H, d. J=8. 6Hz). 7.28-7.40 
(3H. m), 7.45-7.60 (4H, m). 7.67-7.79 (2H. m), 10.03 (IH, s) 

2- CN-Ot>'>>U-N- (3 -■>Ty 7x-;U) T I -N- C4 - (1- 

'H-NMR (DMSO-de ) 5 ppm: 
1.50-1.67 (2H. m), 1.80-1. 95 (2H. m). 2.85-3.05 (2H. m). 3.26-3.42 (IH, 
m). 3.88-4.00 (IH, m), 4.31 (2H. s). 4.37-4.50 (IH, m), 4.72 (2H. s). 
6.90-7.05 (3H. m). 7.15-7.40 (8H. b). 7.51 (2H. d. J=8.4flz). 10.02 (IH. 
15 s) 

6 4 

2- CN- (3 -'>Ty 7x^^U) -N- (A-^ iyV'JjV:^^}^) Tly'') 
-N- (4 --f V^obVUTx— ;U) 7-t?h7$ K 

2- CN- ( 1 - t e r t -y h4-->:*;U*'^;U'< S :^*V*->'l'- 4 --r;Uy ^ 
yU) -N- (3 -vTy ;U) T.^y] -N- (4 -.-Y VTT'o t:;b7i— .'U 

) T-thT$ K 254mg^y ^y-;U5mUC^)gL. 2N-J^K 0. 6ml^^D;i> M 

MTmm-^iT'^'y'yL.T^^^, mm^u,m's^u 2- cn- (3-->t 

-N- (4-'f i^^yj^U^^^U) TSy] -N- C4-^VZfu 
\^j\^yjL^jV) T-irhTl K 188iiig^?f 
'H-NMR (CDC 1 J ) <5 ppm: 
1.22 (6H. d. J=6. 9 Hz), 2.80-2.93 (IH, m), 4.23 (2H, s), 4.67 (2H. s), 



20 



25 



wo 99/1 03 1 6 PCT/JP98/0368S 

5 8 

6.88-6. 95 (2e, m). 6.99 (IH. d, J=7. 3Hz), 7.10 (IH, s). 7.17 (2H, d. 

J=8.5Hz), 7.20-7.31 (IH, .m), 7.61 (2H. d. J=8. 5Hz), 7.67 (IH. s). 9.17- 
9.29 (IH. m), 11.60 (IH, br-s) 

##^J 6 5 

2- CN- ( 1 - t e r t - >^ h4^v7^;U>-K— ;U>t ^ ^v'-yU- 4 — r;U 

y^;u) -N- (3 -v^yy r i /) -n- (4 — ry^nb';U7^ 

2- CN- (3 -vry 7a.— ;u) -n- (4 --f $ ^yij;uy ny 

] -N- (4 V3'"d t'';U:7 T-tr hr 5 KSOmgs ^n^pgjtert 

-y^;L'38//I 'J 't7A44mg^N, N - v'y f•;l/:'^;^AT S KlmlfC® 

SL> M'e3a$Pa1SlS$-ti-/=o s:^»/S-^'fej{C7K^JD;ts v^JL^^^u^-r-yiz-etfi 

- mthmm : Pi5^f-7U-^4--9-» -emSfL. 2 - CN- (l-tert- 
7i.=-;U) TSy] -N- ( 4 --r V^n t°;U7iJ:i;U) T-trhT^ K90ing^?# 

/•Co 

'H-NMR (DMSO-d. ) S p p m : 
1.21 (6H, d. J=6. 9Hz). 1.49 (9H. s). 2.80-2.91 (IH, m), 4.21 (2H. s). 
4.60 (.2H. s), 4.63 (2H. s). 6. 87-7. 03 (4H, m). 7.15 (2H. d. J=8. 5Ez). 
7.20-7.30 (IH. m). 7.50 (IH, d, J=l. 2Hz). 7.59 (2H, d, J=8. 5Hz), 11.61 
(IH, br-s) 

##^J6 6 

2- CN- (3 -'>Ty 7:.^— ^'l/) -N- Cl- (4 -y ^^U^^v^^U) 

y->'U- 4-^;uy'3^;u3 r^y] -n- (4 v/q b';i/7 ;u) y-fe h 
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7^ K 

'H-NMR (CDC 1 J ) 5 p p m : .i. 

1.21 (6H. d. J=6.9Hz), 2.36 (3H. s). 2. 77-2.93 (IH. m), 4.20 (2H, s), 

4.60 (2H. s). 5.08 (2H, s). 6.85-6.94 (SH, m). 6.99 (IH, d. J=7. 6Hz). 

5 7.06 (2H. d. J=8. IHz). 7.11-7.30 (5H. m). 7.53 (IH. s). 7.60 (2H, d. 
J=8.5Hz). 11.72 (IH, s) 

2- CN- (3 -->7y To^^/U) -N- CI - (4 - b Ka^->^>-:;;';i/) >r 
; ^V'-;U- 4 -^y'l/y ^yU] TS/] -N- (4 yzfaifJly T 
10 -tr h T ; K 

'H-NMR (CDC 1 3 ) 5 p p m : M 

1.21 (6H, d, J=6.9H2). 2.80-2.90 (IH. m). 4.20 (2H, s), 4.59 (2H. s). :il 
5.05 (2H. s). 5.22 (IH, br-s), 6.81-7.02 (6H, m), 7.06 (2H, d, J=8. 6Hz), 

7.16 (2H. d, J=8.6Hz). 7.19-7.30 (Ifl. m), 7.52 (IH, s). 7.60 (2H, d. 
15 J=8.6Hz). 11.71 (IB. s) 

MS (FAB. m/z) : 4 8 0 (M-fH) 

6 7 

2- CN- (3 -'>7y 7 ji— ;t^) -N- ( 3 - b Ka4^'>^>>'>'U) T^y] 
20 -N- (4 — (Vfat'Jly^^Jl^) 7-bh7^ K 

.2 - CN-..(3 -^>v';l^3*-4^'>^>v';U) -N- (3 -v-Ty 7i^7U) T 
IJ) -N- (4-'<V^at°>'U7i^;U) T-izVTi K 450mg^JiiJ' 7 -;U 5 
mltc^^ L. lQ%y<^ i> ^ A^fg50!Dg<£:ft];tT^i&{CT7k5g^ffl^T'^ff "e 2 B# 
fm.n\.i^. -^mii^h^i^^ ^i^^MffTM^L. 2 - CN- (3-vTy7 
25 i->'U) -N- (3 -t Kn^i/K>>f;U) 7XJ^ -N- ( 4 V^a t'^U 
T-trhTi K 300mg^?i/io 
'H-NMR (CDC 1 , ) (5 p pm : 

1.17 (6H. d. J=6.9Hz). 2.76-2.90 (IH. m). 4.28 (2H. s). 4.63 (2H. s). 
6.59-6.76 (3H. m). 6.90-7.55 (9H. m), 9.38 (IH. s), 9.99 (IH. s) 
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6 8 

2- CN- (3 -'>Ty 7^— -N- (3 h^->^;l/>-f^'-;i/y 
->^>>?;l/) T^y] -N- (4 ->f VT^ati;l/7x-;l/) T-bhT$ K 

2- CN- (3 -v'Ty -N- (3 - 1 Kn + v/'Ov'yU) 

1 -N- (4 --rVT^nf^U^i— ;U) T-thT^ K 300mgfcJ;TO^;^ ij A 
104nig^7-t h 'J Jll5mUZlm?L. ^ ihiZZru^WpMi/ 'f-JlO. 08iiil^?iTL^ 

CN- (3 -->Ty -N- ( 3 -y h4^'>^>'l/;f:— f^-^U^^^'X 

T$ y) -N- (4 -Vv^o t*/U:7iJ:^;U) r-fehT^ K 312nig^^ 

'H-NMR (CDC 1 3 ) <5 p p m : 
1.21 (6H. d. J=6. 9Hz). 2:80-2.95 (IB. b). 3.78 (3H. s). -4. 11 (2H. s). 
4.61 (2H, s), 4.68 (2H. s). 6.75-7.46 (12H. m). 7.83 (IH, br-s) 

6 9 

2- CN- (3 -•>Ty -N- C3- ( 2 - b Kn^>> Jif-;U?f4-'> 

) ^>v?;i/3 7$y] -N- C4- (4 -f^U v^— ;u) :7x-;u] 7-b>7$ 
_K 

2- CN- (3 -'>Ty ;U) -N- (3 -J^ h^->3!7;L';i<^;l'y ^>'L';r 

^i/^yi^Jl) TIJ) -N- C4- (1 - h 'J 7>'U;toT-fe^;Ut'''^'J 
4 — (Jl) 74r K 1. Ogs y^m<t\io^-t ^) 'y A 287mgB:C/ 

^'fk'J^'t'A 320iDg^7^ h5 t Kn7^>15cil{C!gSL. J^:?' y ->'H5inl^^;t 
T;U:3*>^HmTMra-e20^r^S^N$-Jir^o SiSS^^JCTK^AOx.. 
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- CN- (3 -i^ry ;U) -N- C3- (2 - t Kn^i/Ji^;U?i-^i/) 

K>>>;i/] Tiy) -N- C4 - (4 -e^^'j ;u) ^i^^u) y-thr^. K 

372mg<&f#7to 

5 'H-NMR (DMS O- ds ) 5 ppm: 

1.38-1.42 (2H. m), 1.59-1.69 (2e. m). 2.94-3.04 (2H. m), 3.63-3.73 (2H, 
m), 3.94 (2H, t. J=5. OHz), 4.31 (2H. s). 4.68 (2H. s). 4.82 (IH, t, 
J=5. 5Hz), 6.78-7.05 (6H. m). 7.15 (2H. d. J=8. 5Hz). 7.21-7.35 (2H. m). 
7.49 (2H, d, J=8. 5Hz), 9.98 (IH, s) 

10 

m^m 7 0 I 

2- CN- (3 -'>T y y ::.~J^^) -N- C3- (2 - b Kn^v/Ji^;U;r^-> 
15 ) Ov';l/3 Tiy) -N- ( A V^a h'jVy T-irhTi¥ 
^H-NMR (CDC 1 , ) <5 ppm:- 
1.21 (6H, d. J=6. 9Hz), 1.90-2.05 (IH. br), 2.80-2.95 (IH. m), 3.88-4.00 
(2H. br). 4.01-4.08 (2H. m). 4.12 (2H. s). 4.68 (2H, s), 6.75-6.90 (3H, 
m). 6.97-7.20 (5H. m). 7.25-7.38 (4H. m). 7.83 (IH, br-s) 

20 

0^mi 1 

2- CN- (4 -K>':>;U:j-^v/7'^;U) -N- (3 -->7y 7xJ^;U) TIJ 
) -N- C4- (1 - h 'j 7;l/^a7-tr^;Ufc°^U i^y- 4 -^>'U) Tji^^U] 

25 2 - CN- (4 -Oi>;U;*-^->- 2 -y^^-;!/) -N- (3-->Ty7i- 

;u) T^yD -N- C4- (i-h'j7;i/:taT-tf-;ut°^'Jv?>-4--i';u) 

■7i— ;U] T-thTi K 350mg<£:Ji:^y-;U20oil{C^ML. 10%/^•5 
5ng^»nx.-rmSfC-C7K?g^fflmT^EE-r'2^P5!t1^L/co ^^^-^^Lx 5 
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mm:Wm^^J\y-^^'>)-» -Z:-mWlL. 2- CN- (4 -K>v;b5j-4=-vy^ 
Jl^) -N- (3 -vry 7i^;U) T ^ y] -N- C4- (l-h'J7;U^oT 

'H-NMR (CDC 1 3 ) <5 p pm : 
5 1.55-1.83 (6H. m). 1.88-2.00 (2H. m), 2.72-2.90 (2H, m). 3.16-3.27 (IH, 
m), 3.43-3.58 (4H. m). 3.98 (2H. s). 4.07-4.18 (IH. m), 4.51 (2H. s). 
4.62-4.74 (le. m), 6. 88-7. 18 (5H. m), 7.24-7.46 (8H, m), 7.97 (Ifl. br-s) 

mnm 7 2 

10 7 1 tmmfoyjmizjiOPJLTo^t^m^'^^Lfto 

2- CN- -^>'JJl7t=^'>yi^Jl) -N- (3 -'>Ty 7 T =. y 

3 -N- (4-^ v:/ob';U7^.=-;U) T-b hT^ K 
'H-NMR (CDC 1 , ) <5 p p m : 
15 1.21 (6H. d. J=6.9Hz). 1.64-1.84 (4H, m). 2.79-2.93 (IH, m), 3.42-3.58 
(4H. m), 3.98 (2H, s). 4.52 (2H. s>; 6. 91 (IH. dd, J=8. 5Hz. 2. 7Hz), 
6.98-7.03 (IH. m). 7.08 (IH, d. J=7. 6Hz), 7.16 (2H, d. J=8. 5Hz). 7.24- 
7.40 (8H. m). 7.93 (IH. br-s) 

20 7 3 

2 - iN- xz-iyryy j^^Ji) -n- (i -i-7^>>by r^y] -n 

- C4- ( 1 - m yn^j-oT-trf^vUbi^'J 4 y j^^^Jl) T-b h 

TS K 

1-t Ka4^i/y^;b:^7':$' L/> 2. 0 g fc J:C/Eg^-(l:j^3^ Q.Zg^mt^^l' 
25 >20ml{C^^L. h U 7 x— ;l/^^X7 ^ > 4. 0g^3E5c[H]{-:9'iiJ LT^X.> MST' 

1.4g^^fCo -e©^*, 724mg^-r y::''n/NV-;H0inl{C^|^Lx N-^^^U-^ 
-ryyn tVUT i >0.43mU .fc o-fk^ h 'J -^i* 295mg*5cfct/ 2 - (3-vTy7 
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i^;UT$y) -N- C4- il - b V yJl^^T-izi^Jl/^^^) 'Jy- 4 --(Jl 
) 7i-;U) T-thT^ K 705mg^^inx.T45^ram^il&tL/-Co SlSrM^^^^ 

N- (3-vTy7i^;U) -N- (1 -:^75^;Uy Ti/D -N- C4 

- (1 - b U 7n;4-D7-l?5^;Ut°'<'J 4 --r;b) T-fehT=K 

'H-NMR (DMSO-d« ) <5 ppm: 
1.49-1.66 (2H. m). 1.79-1.96 (2H. m). 2.76-3.04 (2H, m), 3.87-4.01 (IH, 
m). 4.31 (2H. s). 4.37-4.48 (IH. m). 5.18 (2H. s). 6.92-7.10 (3H. m). 
7.16-7.36 (4H, m). 7.40-7.64 (5H, m). 7.80-7.90 (IH. m). 7.94-8.09 (2H. 
m). 9.98 (IH. s) 

.#^^J 7 4 

2- CN- -'>T y y x.~ji) -N- (5 r^y 
] -N- C4- ( 1 - 7;U7i-oT-t?^;i/b°^U >^>- 4 -><;U) 
7-t? h7 ; K 

5 -/f-Jl^J y 710mgS.O'N-7'n^=i/Ni^i?-r $ K 920mg^EgJS{b 

m5^8inl{C^|?L> 2, 2' -ry fx (-f V^^n^ h U 50nig^Snx.Tx 

•^^'f y::^n/sV->'l'8inl{C7gML. N v ^ u tVUT ^ >0. 60inU 
cbo-fki- h U 418iDgS.a'2 - (3.-'>Ty yUT 5 y ) -N- C 4- ( 

1 - h 'J 7>'U;t-aT-fe^-'Ut''<'J 4 T-bhTSK 1.0 

g^^D;ir45^PBlJn.«iil-^Lfco ^07g^t/?:i^ETzg^L> #^n:^c^-^^-> 

L. 2- CN- (3 --/xy ^N- (5 -^y ^^-y-'j-^uy t 

iy) -N- C4- ( 1 - h 'J 77U;^nT-fe^;Ut°'>^'J 4 --r^U) — 
;U] T-lrhT= K 560nig^£-'ft/::o 
'H-NMR (CDClj)<5 ppm: 

1.56-1.72 (2H. m). 1.85-2.00 (2H. m). 2.70-2.93 (2H. m). 3.16-3.30 (IH, 
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ffl). 4.05-4.17 (IH, m). 4.21 (2H, s), 4.60-4.72 (IH, m). 5. 33 (2H, s), 
7.00-7.19 (5H, m), 7.23-7.38 (3H, m). 7. 53-7. 61 (IH. m), 7.70-7.80 (IH, 
m). 8.05-8.26 (2H, m), 8.80-8.94 (2H, m) 

5 mmm i 

2- (5 -7 I i^J - 2 -yjlTtay ^~)IT i J) -N- CA-^VZfznf^^ 

•>7 7-^b7i b^mrnm at^m i ) 

2- C5 -'>7 y - 2 -yjV^ay JU—J17 i ^) -N- <iA-^V^a^>^ 
iyyx.~JU) 7-fzhTl K26nig{CgSfaJ^'fb7K3g- irJ' y -JimmOml^lm^xm 

rJ' y -;H&fn^?^50ml^Jn;i> l2B#FBim}^Lfco S^EfS^ig?l^^ffTzg^i U ^ 

15 2- (5 -T i - 2 -7;l/;t-n7i^;l'T 5 y) -N- (4--l'vy 

'H-NMR (DMSO-d, ) 6 p p m : 
1.23 (6H. d, J=6.0H2). 4.04 (2H, s). 4.46-4.58 (IH, m), 6. 10-6. 35 (IH, 
br). 6.85 (2H, d. J=9. IHz), 7.05-7.10 (IH. m). 7.14 (IH. dd. J=8. IHz. 
20 2.1Hz). 7,31 (Ifl. dd. J=ll. 5Hz. 8. 4Hz), 7.49 (2H. d. J=9. IHz). 8. 93 (2H. 
s), 9.25 (2H, s), 10.04 (Ifl. s) 

mmm2 

25 

2- CN- (3 -T$ 7a.^;U) -N- C3- (2 - fc H'o^'>J^f•>^W^4^ 
-» ^>v?;U3 7 i y) -N- C4- ( 4 -fc'^'J -:>'^;b) 73i^;U) T-bhT 
= (-fb^^2) 
'H-NMR (DMSO-d. ) 5 ppm: 
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■ 1. 73-1. 98 (4H. m), 2.73-2.86 (IH. m). 2.90-3.05 (2H, m), 3.69 (2H. .t, 
J=5. OHz). 3.95 (2H, t, J=5. OHz), 4.38 (2H. s). 4.70-5.00 (36, m), 6.80- 
7.40 (lOH. m), 7.58 (2H. d, J=8. 6 Hz), 8.65-9.00 (4H. m), 9.27 (2H, s), 
10.24 (IH. s) 
5 MS (FAB, m/z) : 5 0 2 (M + H) 

2 - CN- (3 -T S 'JJ-7j^—)V) -N- (3 - b Ko4-->^>-:^>'U) TIJ 

3 -N- C4- (4 -e^U T-^VTl K~^ggi^ (-fb^ifej 
3) 

10 'H-NMR (DMSO-ds ) 5 p p m : 

1.73-1.95 (4H, m), 2.71-2.85 (IH. m), 2.90-3.05 (2H. m), 4.34 (2H. s). 
4.67 (2H, s). 6.60-6.75 (3H. m). 6.92-7.20 (6H. m), 7.30-7.40 (IH. m), 
7. 53-7.61 (2H. m), 8.70-9.00' (4H. m). 9.27 (2H. s), 9.37 (IH. br-s), 
10.24 (IH, s) 

15 

2- CN- (3 -T $ v'V 7 Ji— ;U) -N- (4 -^'^•^'^l/^j-^-S/- 2 -T'-r— 
;U) TSy3 -N- (4 V:/n bi;U7aiJ:.;U) T-trhy^ K^ggiS ('(b^^ 
4) 

'H-NMR (DMSO-d. ) <5 p p m : 
20 1.17 (6H. d, J=6.9Hz), 2.75-2.90 (IH, m). 3.90-4.53 (8H. m), 5.64-5.84 
(2H, m), 6.93-7. 10 (3H. m), 7. 16 (2H, d, J=8.6Hz), 7.23-7.40 (6H. m). 
7.50 (2H. d, J=8.6ez), 8.89 (2H, s). 9.28 (2H, s), 10.07 (IH. s) 

2- CN- (3 -T^ f^y 7^— ;u) -N- (4 -^y>';b^^->7'^>'i/) 

25 -N- (4 -^V^PbOU^ai^;^) T-bhT^ Ki^jg^ ({b^^5) 

'H-NMR (DMSO-de ) 5 ppm: 
1.17 (6H. d. J=6.9Hz). 1.55-1.73 (4H. m). 2.77-2,88 (IH, m), 3.41-3.52 
(4H, m), 4.23 (2H, s), 4.46 (2H. s), 6.91-7.06 (3H. m), 7.16 (2H. d. 
J=8. 5Hz), 7.22-7.37 (6H, m). 7.51 (2H. d, J=8. 5Hz), 8.94 (2H, s), 9.27 
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(2H. s), 10. 12 (IH, s) 

2- CN- (3 -T $ '>V 7x^;l/) -N- (5 $ 4 — f 

Jl:ff-Jl) Tiy} -N- C4- C4 -tf^'J v-;U) 7^— T-^bTi K 

5 ^iMMiM. ({b^tl 6 ) 

'H-NMR (DMS0-d8 ) <5 ppm: 
1.74-1.97 (4H. m), 2.31 (3H. s), 2.70-2.85 (IH. m), 2.88-3.05 (2H. m), 
4.42 (2H, s). 4.80 (2H. s), 7.05 (IH, d, J=8.6Hz), 7.10-7.21 (3H. m). 
7.26 (IH, s), 7.35-7.45 (IH, m), 7.59 (2H. d. J=8. 6H2), 8.80-9.17 (5H, 

10 in), 9.40 (2H, s), 10.64 (IH. s), 14.30-14.55 (2H, m) 

2- CN- ( 3 -T ^ >'U) -N- C3- (2 - b Ko^->J^^;U^4- 

• ->) K>-:?;U] Tiy] -N- (4 ->f V:/ae;U7x— T-fehT^ Ktggg 

15 'H-NMR (DMSO-da ) <5 ppm: 

1.17 (6H, d, J=6-. 9Hz),- 2. 78-2. 89 (IH, m), 3.64-3.71 (2H, m), 3.90-3.96 
(2H, m). 4.34 (2H, s), 4.71 (2H, s). 6.80-7.40 (lOH. m). 7.50 (2H. d. 
J=8. 5Hz), 8.86 (2H, s). 9.24 (2H. s), 10.08 (IH. s) 

20 2 - CN- (Z-Tiiyyyju-M -N- ( 3 -7^7>/U/<^^;l/y 

Tsy] -N- (4 v:^ob°;i/7ai-;u) T-b hT^ K^iej^.(>fl: 

'H-NMR (DMSO-de ) 6 ppm: 
1.17 (6H. d, J=6.9Hz), 2.78-2.89 (IH. n), 4.35 (2H, s), 4.39 (2H, s), 
25 4.72 (2H, s), 6.80-7.56 (14H, m), 8.90 (2H, s), 9.26 (2H, s), 10.13 (IH, 
s) 

MS (FAB, m/z) :4 7 4 (M+H) 

2- CN- (3 -T$ 7 ji— ;u) -N- ( 1 -7i7;u^<^'f ^uy $ ^V' 
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-7L/- 4 --f Tl -N- (4 — T V^n ti ^U) T-^ bT 

I K-^^^ (i<t^<^ 9 ) 
'H-NMR (DMSO-ds ) <5 ppm: 
1.17 (6H, d, J=6. 9 Hz). 2.77-2.91 (IH, m), 4.42 (2H, s). 4.85 (2H. s). 
4.90 (2H. s). 6.97-7.27 (5H, m). 7.35-7.69 (SH. m). 7.85 (IH. s). 8.85- 
9.15 (3H. m). 9.32 (2H. s), 10.35-10.70 (IH. br), 14.50-15.05 (IH. br) 
MS (FAB. m/z) : 4 4 8 (M + H) 

2- CN- (3 -T ^ 7 ji— ;u) -N- (3 -7>;U7 7 
; -N- (4 v:^ob:;i/7^-;u) y-fe h7= K^^^ (^k^jfe 1 0) 

'H-NMR (DMSO-da ) S ppm: 
1.17 (6H. d. J=6.9Hz), 2.78-2.89 (IH, m). 4.36 (2H. s). 4.84 (2H. s), 
6.90-7.80 (14H. m). 8.81 (2H, br-s). 9.23 (2H. br-s), 10.09 (IH. br-s) 

2- CN- iZ-Ti'yyyjL—jU) -N - (3 ^ :y7^Jl^&^—Ji'^y'JJ\^} 
7^/3 -N- (4 -r^ V^g b'^U^^-yU) h7 ^ h^m^iM. i^t^m 1 1 

'H-NMR (DMSO-ds ) 5 ppm: 
1.17 (6H. d, J=6.9Hz). 2.78-2.89 (IH. m). 3.19 (3H. s), 4.39 (2H. s), 
4.87 (2H. s). 6.93-7.20 (5H, m), 7.32-7.41 (IH. m), 7.50 (2H. d, 
J=8. 8Hz). 7. 60-7.72 .(2H, m). 7. 78-7. 92 (2H. n). 8.83 (2H, br-s), 9.23 
(2H. br-s). 10.12 (IH. br-s) 

2- CN- (3-7$ -:>V7jcji;1/) -N- ( 1 -:/n b'^W-f ^ ^y->'U- 4 - 
^;l/yf-;l/) Tiy) -N- (4 V7'Dfc°;U7ji^>>U) 7-feh7a K— 
(^b^i^l 2) 
•H-NMR (DMSO-d. ) 8 ppm: 
0.81 (3H. t. J=7.4Hz), 1.17 (6H. d. J=6.9Hz). 1. 69-1. 84 (2H. m). 2.76- 
2.90 (IH. m). 4.09 (2H. t. J=7. Iflz). 4.42 (28. s), 4.84 (2H. s), 6.99- 
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■7.09 (IH. m), 7.10-7.28 (4H. m). 7.32-7.47 (IH. m), 7.53 (2H. d, 
J=8. 5Hz), 7.69 (IH. s), 8.93-9.15 (3H, m). 9.35 (2H, s), 10.40-10.70 
(IH, br), 14.61-14.92 (IH, br) 

5 2- CN- (3 -T^ i^y 7ji^;U) -N- (1 - j^Jl^ I yV-J\^- 4 - ^ 

7^/] -N- (4 — r V/o fc:Vl/7x-;l/) T-kh7i KUt^B^i^ 
(^b^# 1 3 ) 

'H-NMR (DMSO-d» ) 6 p p m : 
1.17 (6H. d. J=6. 9ez), 2.76-2.91 (IH. m), 3.81 (3H. s), 4.41 (2H, br-s). 
10 4.83 (2H. s). 6.99-7.23 (5H, m), 7.32-7.46 (IH. m). 7.47-7.66 (3H. m). 
8.82-9.10 (3H. m), 9.34 (2H. s), 10.37-10.60 (IH. br). 14.40-14.75 (IH, 
br) 

MS (FAB. m/z) : 4 0 5 (M+H) 

15 2- CN- CZ-Tl'jyyj^^JV) -N-'yi^uzfat'Jl^i^JlTi ^) -N 
- (4 7:/o.b';U7 j:^;i/) 7-^hTl VmMm. (-fb^ful 4) 
'H-NMR (DMSO-de ) (5 p p m : 
0.25-0.35 (2H, m). 0. 45-0. 55 .(2H, m). 1.00-1.20 (7H, m). 2.75-2.90 (IH, 
m). 4.32 (2H, s). 6. 90-7. 55 (8H, m), 8.85-9.05 (2H. o). 9.27 (2H. br-s). 

20 9.97-10.20 (IH, m) 

2- CN- (Z -T li^J y ^—Jl) -N- (3, A-'Ji^auKy-Jjl) 7i 

-N- (4 v:/ofc°;U7 j.^;u) T-feh7^ h'^m^ ({b^^i 5) 

'H-NMR (DMSO-rd, ) <!> p p m : 
25 1.17 (6H, d, J=6.9H2), 2.76-2.90 (IH. m). 4.39 (2H, s), 4.77 (2H. s), 

6.92 (IH. dd. J=7. 4Hz. 2.1Hz), 7.00-7.40 (6H, m). 7.52 (2H, d. J=8. 5Hz). 
7.56-7. 66 (2H, m). 8.93 (2H, s), 9.28 (2H. s). 10.22 ClH. s) 

2- CN- iZ -7= 'JJy ^—Jl') -N- C2 -'^^o^yj^Jl) 7$y) - 
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'H-NMR (DMSO-de ) 6 ppm: i 
1.17 (6H, d, J=6. 9ez), 2.76-2.90 (IH, m). 4.38 (2H, s), 4.80 (2H. s), 
6.89 (IH, dd, J=8. 5Hz. 2.1Hz), 7.00-7.40 (8H. m), 7.45-7.57 (SH.m), 8.90 
5 (2H. s). 9.28 (2H. s). 10.17 (IH. s) 

2- CN- (3 -T^ v'y7a:-;b) -N- (3 2 -T'T^-yU) Ti 
-N- C4- ( 4 - 7ji^;U3 y-trhr^ K-i^^i^ Gb^ 

'fell 7) 

10 'H-NMR (DMSO-d, ) 5 ppm: 

1.71 (6H. s). 1.75-1.95 (4H. m), 2.70-3.05 (3H, m). 3.25-3.40 (2H. m). - 
4.06 (2e, d. J=5. 8Hz), 4.22 (2H. s). 5.21-5.30 (IH, m). 6.92-7.20 (5H, 
m). 7.30-7.40 (IH, m), 7.56 (2H. d, J=8. 5Hz). 8. 70-9. 03 (4H, m). 9. 27 
(2H. s). 10.18 (IH. s) 

15 

2- CN- (Z-Tipyy^—Jl) -N- (4 --^ S ^yj;uy ^>>l/) TS/ 
) -N- ii yzfgyf^^^jyy JL—JV) T-trh7S K— ^B?^ <iit^<&}lS) 

'H-NMR (DMSO-d. ) (5 ppm: 
1.24 (6H, d, J=6. OHz), 4.35-4.62 (3H. m), 4.87 (2H. s). 6.88 (2H. d. 
20 J=9.0Hz). 7.00-7.45 (4H. m). 7.53 (2H. d. J=9.0Hz), 7.63 (Ifl. s). 8.87- 
9. 15 (3H, m).. 9. 38 (2H. s). 10.48 (IH. s). 13.90-14.90 (2H. br) 

2- CN- (3 -7 ^ v'y ;U) -N- ( 5 - ^ S ^'/->>U- 4 --Y 

y-y] -N- (4 — (y^uTf.^i/y j^^ji) r-^Vri V—mm 

25 ^ (<t-^^ 1 9 ) 

'H-NMR (DMSO-d. ) (5 ppm: 
1.23 (6H. d. J=6. OHz). 2.31 (3H, s), 4.39 (2H. s). 4.46-4.59 (IH, m), 
4.79 (2H, s). 6.87 (2H. d, J=9. OHz). 7.00-7.25 (3H. m), 7.35-7.45 (IH. 
m), 7.50 (2H. d, J=9.0H2). 8.85-9.10 (3H, m), 9.35 (2H. s), 10.43 (IH. 
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br-s), 14.20-14.55 (2H, m) 

MS (FAB. m/z) : 4 2 1 (M + H) 

2- CN- (Z-Ti'J/y^-Jl) -N- (3 h^'>7!7;U;K-;UA:>->-;U 
) T^y] -N- (4 -^vyo;t?4-->7^-;U) T-<rhT$ Ki^lgig ({b^^ 
2 0) 

•H-NMR (DMSO-d. ) 6 ppm: 
1.23 (6H, d, J=6. OHz), 3.83 (3H, s). 4.35 (2H. s), 4.47-4.60 (IH. m), 
4. 82 (2H. s), 6. 85 (2H. d. J=9. IHz). 6. 98 (IH. dd. J=8. 8Hz. 2. Iflz), 
7.02-7.12 (2H. m), 7.30-7.40 (IH. m). 7.45-7.67 (4H, m). 7.82-7.94 (2H. 
m). 8.84 (2H. s), 9.23 (2H. s). 10.01 (IE. s) 

2- CN- (3 -7 ^ •>/7aL-;U) -N- (2 -jt^JUT') JV) T i y) -N 

- ( 4 v^a;f?^->7^— ;u) T-bhy; h^mm.^ (-fl:^^2 i) 

'H-NMR (DMSO-d. ) 5 ppm: 
1.23 (6H. d. J=6.0Hz). 1.73 (3H, s>. 4.01 (2H. s), 4.21(2H, s), 4.47- 
4.60 (IH. m). 4.77 (IH. br-s). 4.84 UH. br-s). 6.85 (2H. d. J=9. IHz), 
6.89-7.06 (3H. m), 7.30-7.40 (IH. m). 7.48 (2H. d, J=9. IHz). 8.89 (2H. 
s). 9.25 (2H. s). 10.02 (IB. s) 

2- (N- (3 -7^ 7^— ;l/) -N- Q 2 -T't'-^^U) Ti 
y] -N- (4 V:fn.-}^^v7^-;U) T-i^hTi h'mmm. (-fb^#J2 2) 
'H-NMR (DMSO-d, ) 6 ppm: 
1.23 (6B. d. J=6.0H2). 1.71 (6H. s). 4.05 (2H. d. J=6.5Hz). 4.17 (2H, 
s). 4.45-4.59 (IH, m). 5.20-5.30 (IH, m). 6.84 (2H. d, J=9. OHz). 6.90- 
7.10 (3H. m), 7.30-7.40 (IH, m). 7.47 (2H. d, J=9. OHz). 8.90 (2H. s), 
9:25 (2e, s). 9.97 (IH. s) 

2- CN-7'J;U-N- (3 -7$ v'y7jL^;l/) T^y) -N- iA-^Vf 
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'H-NMR (DMSO-d» ) (5 ppm: 
1.22 (6H, d. J=6.0Hz), 4.12 (2H. d, J=4. 7Hz), 4.21 (2H, s). 4.46-4.60 
(IH, m), 5.10-5.28 (2H. m). 5.85-6.00 (IH. m), 6.85 (2H, d. J=9. IHz) , 
6.96 (IH. dd. J=8.5Hz, 2.1Hz). 7.00-7.10 (2H. m). 7.30-7.40 (IH, m). 
7.50 (2H, d. J=9. IHz), 8.98 (2H. s). 9.29 (2H. s). 10.09 (IH, s) 

2- CN- CZ-Tii:fjy JL^JI) -N-y^;l/7g/] -n- (4 — (vzT 

'H-NMR (DMSO-d. ) 6 ppm: 
1.16 (6H. d, J=6. 9 Hz). 2.77-2.88 (IH, m). 3.09 (3H. s). 4.27 (2H. s). 
6.97-7.12 (3H. m). 7.15 (2H. d. J=8. 6Hz). 7.32-7.42 (IH. m). 7.50 (2H. . 
d. J=8. 6Hz), 8.95 (2H, br-s), 9.29 (2H. br-s), 10.13 (IH, s) 

2- CN- (3 -T i 'Jy y ^—Jl) -N-y^;l/7$y] -N- (4-^V:/ 

'H-NMR (DMSO-de ) 6 ppm: 

1.22 (6H. d, J=6. OHz), 3.09 (3H. s), 4.25 (2H. s). 4.46-4.58 (IH. m). 

6.84 (2H, d. J=9. OHz). 6.96-7.13 (3H. m). 7.32-7.42 (IH. m). 7.48 (2H, 

d. J=9. OHz). 8.97 (2H, s), 9.30 (2H. s), 10.07 (IH. s) 

2- CN- (3 -7 ; >>V ;U) -N- (4 >>>•;!/) T^y] - 
N- -^yzfa^^^jyy JL^J[^) y-trhy; KJ^g^t^ (-fb^#i2 6) 
'H-NMR (DMSO-d, ) (5 ppm: 

1.16 (3H. t, J=7. 6Hz), 1.23 (6H. d. J=6.0Hz), 4.27 (2H. s). 4.48-4.58 

(IH. m). 4.70 (2H, s). 6.85 (2H. d. J=9.0Hz). 6.95-7.24 (7H. m). 7.30- 

7.40 (IH. m), 7.46 (2H. d, J=9. OHz). 8.77 (2H. s). 9.20 (2H. s), 9.90 

(IH. s) 
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2- ( 5 -t; v'y - 2 - b Kn^->y yUT $ /) -N- [4- (4 

- b°^'J ;U:t^-» 7^— ;l/).7-fe hT$ K— j^^j^ ab^^2 7) 
'H-NMR (DMSO-d. ) 5 ppm: 
1. 72-1.87 (2H. m), 1.99-2.14 (2H, m). 2.96-3.28 (4H. m). 4.04 (2H, s). 
5 4.43-4.76 (3H, m), 6.85-7.01 (4H, m). 7.36 (IH, d. J=7.8Hz). 7.54 (2H. 
d. J=9.0Hz), 8.65-9.05 (4H, m). 9.25 (2H, s), 10.14 (IH, s) 
MS (FAB. m/z) : 3 9 8 (M + H) 

2- ( 5 -t; - 2 -^>i^;Uyt-^v7 3i^;U7 ^ y ) -N- [4- (4- 
10 e^'J v--^;U7j-4^-» :7^^;U3 T-t?h7S K— ^ggj^ at:^#l2 8) 
'H-NMR (DMSO-d. ) 6 ppm: 

1.75-1.90 (2H. m), 2.02-2.12 (2H, m). 2.95-3.10 (2H. m). 3.13-3.26 (2H. 

m). 4.07 (2H. s). 4.52-4.62 (IH, m). 5.29 (2H, s), 6.95 (2H, d. 

J=9. IHz). 7.03-7.20 (3H, m), 7.30-7.47 (3H, m), 7.49-7.62 (4H, m), 8.85- 
15 9.30 (6H. m). 10.31 (IH. s) 

2- CN- (3 -7 $ '>V 7 ji— -N-K>>>'>>U7 ^ y 3 -N- [4- (4 

-b°^'j v>--;u^^'» 7^-;u] y-trby; h^~mkm. (-fb^t^2 9) 

'H-NMR (DMSO-d. ) 6 ppm: 
20 1.73-1.85 (2H, m), 2.01-2.12 (2H, m), 2.98-3.11 (2H. m), 3.15-3.28 (2H, 
m), 4.33 (2H. s). 4.51-4.61 (IH, m), 4.7.5 (2H. s). 6.88-7.14 (5H, m). 
7.21-7.39 (6H, m). 7.53 (2H, d. J=9.0H2), 8.65-8.98 (4e, m), 9.61 (2H. 
s), 10.14 (IH, s) 

25 2 - CN- (3 -y $ 7^— ;U) -N-K>v>;Uy $ y 3 -N- (4--<V 

^oH^^'>7ai-;i/) y-(rhy; h^mmm. at^ms o) 

'H-NMR (DMSO-d. ) (J ppm: 
1.23 (6H. d, J=6. OHz), 4.32 (2H. s), 4.45-4. 60 (IE. m), 4.75 (2H, s). 
6.85 (2H. d. J=9. OHz), 6.92-7.13 (3H, m), 7.23-7.38 (6H, m). 7.48 (2H, 
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d, J=9.0H2), 8.86 (2H, s). 9.24 (2H. s), 10.02 (IH, s) 

2- (5 -T $ - 2 ji— ;UT ^ y ) -N- C4 
-;U;j-^i/) 7x^;U] T-bhT^ K-^ggi^ gb^ife 3 1) 

'H-NMR (DMSO-d, ) (5 ppm: 
1.75-1.88 (2H. m). 2.02-2.15 (2H, m). 2.24 (3H. s). 2.97-3.11 (2B, m). 
3.15-3.28 (2H, m). 4.50-4.60 (IH, m), 6.94-7.06 (4H. m), 7.17-7.27 (IH. 
m). 7.55 (2H. d. J=9. OHz). 8.80-9.12 (4H. m). 9.22 (2H, s). 10.20(1H, s) 

2 - -Tl 'J y - 2 - <7uuy :^—}lT IJ) -N- C4- (4-b°^';-:> 
->>U7i-4--» y x-;l/3 T-b hT S K-^ggi^ iit^m 3 2 ) 

'H-NMR (DMSO-d. ) (5 ppm: ; 
1.74-1.87 (2H. m). 2.01-2.15 (2H. m). 2.98-3.11 (2H. m), 3.15-3.29 (2H. 
m), 4.13 (2H, s). 4.52-4.62 (IH. m). 5.95-6.30 (IH. br). 6.95 (2H, d. 
J=9. IHz). 7.00-7.12 (2H, m), 7.48-7. 60 (3H, m), 8.80-9.15 (4H, m), 9.37 
(2H, s). 10.26 (IH. s) 

2- (3 -y; 73i^;U7 ~ y) -n- [4- ( 4 - fc'^u 

7x-;U3 7-trh7$ K-tgggi^ (<t:^^3 3) 
'H-NMR (DMSO-d. ) <5 ppm: 
1,74-1.87 (2H. m). 2.02-2.11 (2H, m), 3.00-3.10 (2H. m). 3.15-3.27 (2E. 
m), 3.96 (2H, s), 6.90-7.00 (5H, m). 7.25-7.35 (IE, m). 7.53 (28. d, 
J=9.0Hz). 8.70-8.95 (4H, m). 9.23 (2H. s). 10.10 (IH. s) 

2- {Z -T I 'J J y :c—)VT IJ) -N- ( 4 V:^a ji^;U) 7-(r 

h 7 ^ v^mmt 3 4 ) 

'H-NMR (DMSO-d. ) <5 ppm: 
1.17 (6H. d, J=6.9Ez), 2.75-2.90 (IH. m). 3.98 (2H. s). 6.91-7.05 (3H, 
m), 7.16 (2H. d. J=8. 5Hz). 7.27-7. 37 (IH. m). 7.53 (2H. d, J=8. 5Hz). 
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8.98 (2H, s). 9.25 (2H. s), 10.15 (IH. s) 

mmm z 

5 

2- CN- (3 -T^ -:>v 7 ;u) -N- (5 -^y 4-9-'j-;uy 7$ 
J) -N- C4- (4 - e^'J v'— :7a,^yU3 7-fe ; K ab^i^3 5 ) 
'H-NMR (DMSO-da ) <5 ppm: 
1.35-1.70 (4H, m), 2.92-3.06 (2H, m). 5.36 (2H. s), 6.70 (IH. dd. 
10 J=8.4Hz. 2.3Hz). 6.98 (IH. d. J=7. 6Hz). 7.02-7.23 (4H. m). 7.50 (2H, d, 
J=8. 5Hz), 7.68 (IH. d, J=7. IHz). 7.76-7.85 (IH. m). 8.00 (IH. d. 
J=8. 4Hz). 8.95-9.05 (2H, m). 9. 55-10. 35 (IH. br) 

2 - (N- (3-Ta 'JJ-7x.—}\,) -N- (3 - ^on^>->';U) TlJ) - 
15 N- C4- ( 4 - U v'^yU) :7^-;U3 T-lr h 7 ^ K (>fl:^^ 3 6 ) 
'H-NMR (DMSO-de ) 5 ppm: 
1.40-1.80 (4fl. m), 2.65-2.75 (2H, m). 3.05-3.15 (2H. m). 4.37 (2H, s). 
4.77 (2H. s). 6.70-7.70 (16H. m), 10.13 (IH. s) 

20 2 - CN- iZ-Tl'J J y -N-v^ n-T'g fcVl/y ^^UT^ y) -N 

- C4- (4-t:'^U'>'-;l/) T-fe>7S K «b^^ 3 7) 

'H-NMR (DMSO-da ) (5 ppm: 
0.25-0.35 (2H. m), 0.45-0.55 (2H. m). 1.05-1.20 (IH. m). 1.45-1.60 (2H, 
m). .1.62-1.75 (2H, m), 3.00-3.10 (2H, m). 4.32 (2H, s), 6.90-7.90 (12H. 

25 m), 10.04 (le. s) 

2- CN- (3 -7^ ->V yU) -N- (3 -^^pg^^j^VU) 7$^] - 

N- (4 ->f V>^afc°;U7aL^jU) 7-bh7~ K (>fb^^ 3 8 ) 
'H-NMR (DMSO-d. ) 5 ppm: 
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1.17 (6H. d. J=6. 9Hz), 2.78-2.89 (IH. m). 4.38 (2H. s). 4.77 (2H. s), 
6.90-7.55 (15H. m). 10.15 (IH. s) 

2- CN- (3 -7^ -:>V7:c-;l/) - N i^JlT I y ) -N- (4- (4 
5 - t'^ U 'J-Jl) y 7-tr h 7 ^ K C^t^^ 3 9 ) 

'H-NMR (DMSO-d, ) 5 ppm: 
1.40-1.55 (2H. m). 1.60-1.70 (2H. m), 2.52-2.65 (2H, m). 2.95-3.10 (2H. 
id). 4.33 (2H. s), 4.75 (2H, s), 6, 90-7.20 (5H. m). 7.23-7.40 (6H. m). 
7.51 (2H. d. J=8. 5Hz). 10.07 (IH, s) 

10 

2 - (N- (3 -7^ i^yyjL—j\y) -N- (4 aoK>v;';l/) Ti A) - 
N- (4 V^ob°;U7^^;l/) 7-t?h7S K ai:^ifel4 0) 
'H-NMR (DMSO-d, ) <5 ppih: 
1.17 (6H. d. J=6. 9Hz), 2.76-2.90 (IH, m), 4.33 (2H, s), 4.74 (2H. s). 
15 6.90-7.10 (3H. m), 7.17 (2H, d, J=8. 9Hz). 7.30-7.66 (7H. m), 8.40-9.40 
(3H. m), 10.00-10.20 (IH. m) 

2- (N- (Z -T i i>y y -N- -ijJW<^^ Jl^/'^Jl^^jr^-X 

20 T i yj -N- C4- ( 4 - U 7^^;l/3 7-t;h7$ K~ 











2 - CN- (3-7Si?y7i 




-N- 


(3-y b^iytiJl^'^Jl/i-Jl^:!i- 


^->K>-:;';U) 7 $ y 3 -N- 


C4- 


- (4- 


t'^ij v'^v'U) ;U) 7-Ir h7 


5 K -^g^m (^t^m 4 2 ) 








2- CN- (3-v7y7jL 




-N- 


( 3 h + ->:^;u^'— ^^l'^ 


+ i/^>v^;U) 7 5 y] -N- 


C4- 


- (1- 


h U v;U3i-a7-lr^;Uf'^U 


4 — r;U) 7i— 7-fe h7 


$ K 


3. 0 g 


iSftig^kTKjg - y ^ y ->'U^?S 100 



$ -r- h^^i^y^io -e©^-^ L0g=£:iafO7>^— 7-y :^'y--'U^25iDltC^M 
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^U:i^<.- ^ ^ J '-)\^) T-5>g|Ls ?#t>nycg6<jcD7-7i? '>3 ^{c^m^^jljO^ 
ml. T-t h— h 'J;U5ini:RCh'i^K;!7 'j l.Og^An;^. ^a-ei5B#FB^S;c:;^-ti- 

y-;nomi{c^)^L. il^acDtSfn^'fkTkfg-y ;J'y-;u^fgE<£-Sn;tx :^®-e8a# 

^k^^ 4 1 

'H-NMR (DMSO-d. ) (J ppm: 
1.71-1.96 (4H, m), 2.71-2.84 (IH, m). 2.90-3.02 (2H, m). 4.30-4.43 (4H, 
m). 4.72 (2H. s). 6.80-7.40 (HE. m). 7.46-7.61 (3H. m). 8.62-9.07 (4H, 
m), 9.27 (2H, br-s). 10.23 (IH. s) 
MS (FAB. m/z) : 5 1 5 (M+H) 
-fk^^ 4 2 

'H-NMR (DMSO-d. ) (5 ppm: 
1.73-2.00 (4H. m). 2.72-2.85 (IH, m), 2.90-3.04 (2H. m). 3.66 (3H. s). 
4.37 (2H, s). 4.77-4.88 (4H. m). 6.77-7.40 (lOH. m), 7.52-7.70 (2H. m). 
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8. 60-9. 55 (6H. m), 10. 30 (IH. s) 

MS (FAB. m/z) :5 3 0 (M + H) 

mmm 5 

5 2- CN- (3 -T^ v^y 7x^;U) -N- (.1 - / b ^i^^ JV^n^Jly/ ^JU-( 

^ yy-ji- i ji^/^ji) Tsy] -n- (4 v^nb'';u7x^;u) y 

-tr h T ; K^Bgi^ (-fb^^ 4 3 ) 

2- CN- ( 1 - t e r t h + '>:^;U*'— ^>'U-r S i/V*-;l/- 4 --r 
;uy^;U) -N- (3 -->Ty T^y) -N- ( 4 --f v/a t°;u:7 

10 JL^M T-t h T i K90nig{c6MaJ^'fL7K5^- y ^7 --'U^fS 2 ml^Sn;tTS;*t 
0°C-e36^PBlSfS$-ti-fco SfSzg-^^l^z^ETEi^L. aMfctSfQi^^TK^;^ b 

_ (N- (,z -T i'J y y j^^J\^) -N- ( 1 -y h^-v'^^U'K— f-^U-Y 5 
yv-ji- i Jiy^Ji^) Tiy) -N- (4 V^o e;U7i— ;U) T-t 

20 b T $ h^mmm^mg^'i^tZc 

'H-NMR CDMS0-d6 ) 5 ppm: 
1.16 (6H. d. J=6. SBz). 2.75-2.90 (IH, m). 3.69 (3H. s). 4.32 (2H. s). 
4.68 (2H. s). 5.00 (2e. s). 6.87-7.40 (7H, m), 7.45-7.65 (2H, m), 7.70- 
7.94 (IH. br), 8.90 (2H. s). 9.23 (2H, s), 11.23 (IH, br-s) 

25 MS (FAB. m/z) : 4 6 3 (M+H) 

2- CN- (3 -TS ':>y 7x-;u) -n- (4 - b Ko^->:?'^>'U) T^y] 
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• 4) 

2- CN- CZ ~T i y y ^—Jl') -N- (4 -^>':;';U^4^->yf-;b) 

-N- C4- (4 - tf^'J v'^yb) 7x-;U] T-trhr; K-tilg^ ab^ 
4jg4 5) 

5 2- CN- (4 -K>>=;l';^-+'>y^;U) -N- ( 3 - vT/ 7 i-;U) T$ 

-N- C4- ( 1 - h U 7;U7}-nT-lrf-;Ut°'<'J i^^- 4 --r-'U) 7i-;U 
] T-trhTi K 840mgJCtS?o^{t7k5^-^^y-;i'^fgE50ml^Jn;tTS^L.. 5 

;imttiL. ^i«^-^ff@5feL^ -fl;^4^5 4 4 ^ 350mg^#^o ^fc^fUL/:: 

330mg?i./::o 
15 'fb^4^3 4 4 

'H-NMR (DMSO-d. ) S p p m : 
1.40-1.55 (2H. m). 1.60-1.70 (2H. m). 1.75-1.92 (4H. m). 2.70-2.85 (IH. 
id), 2.90-3.05 (2H. m), 3.28-3.50 (6H. m). 4.25 (2H, s). 6.90-7.07 (3H, 
m). 7.15 (2H. d. J=8. 6Hz), 7.30-7.40 (IH. m), 7.56 (2H. d. J=8. 6Hz). 
20 8.65-9.00 (4H. m), 9.23 (2H. s), 10.20 (IH, s) 
it-^^ 4 5 

'H-NMR (DMSO- d. ) (5 ppm: 
1.55-1. 72 (4H, m), 1.73-1.95 (4H, m). 2.72-2.85 (IH, m), 2.90-3.03 (2fl. 
m), 3.28-3.40 (2H. m). 3.41-3.52 (4H, m). 4.26 (2H. s). 4.46 (2H. s). 
25 6.91-7.08 (3e, m). 7.15 (2H, d, J=8.6Hz). 7.21-7.40 (6H. m). 7.56 (2H, 
d, J=8. 6Hz). 8.72-9.08 (4H. m), 9.28 (2H. s), 10.24 (IH, s) 

2- CN- (3 -T S v'y ^ j^— -N- C3- (2 - b Ka4^'>J^^;U?i-4^ 



wo 99/10316 PCT/JP98/0368S 

7 9 

-» ^>->-;u] ny] -N- C4- CI - (1 s y^f-;u) t'^Ui^y- 

2- CN- (3 -T 5 i^V -N- C3- ( 2 - t Ko^i/jcf-^l/pj- 

^^v/) T^/i -N- C4 - ( 4 - h''^ r-b h 

i^58nigS:0' h 'J ai^;UT $ > 0. 126ml^Jn^. M-fiTr 2 B#P^|ti$L/^o SlCM^ 

'jjyj,=.)\^) -N- C3- ( 2 - 1 K□ + '>Jl^;^?^+'» ^>-:;';i/] T$y 
] -N- C4- Cl- ( 1 --f = y x.^;U) t°^U-::^>-4 — r^UD ^^i^^;!/) 
T-thTi K~JS®?^ 115nig^t#7to ? 

'H-NMR (DMSO-de ) S p p m : 
1.55-1.92 (4H. m). 2.31 (3H, s). 2.79-2.91 (IH. m), 3.10-3.23 (IH, m), 
3. 63-3. 72 (2H. m), 3. 94 (2H, t, J=5. Oflz), 3. 96-4. 06 (IH. m). 4. 16-4. 28 
(IH. m), 4.38 (2H. s), 4.72 (2H, s). 4. 84 (IH. t. J=5. 5Hz). 6.75-7.40 
(lOH. m). 7.56 (2H. d, J=8. 6Hz), 8.67 (IH. br-s), 8.98 (2H, br-s). 9.15- 
9.45 (3H, m). 10.30 (IH. s) 
MS (FAB, m/z) : 5 4 3 (M + H) 

2- (N- {z -T I 'J J y -N- (3 -7^;w<^-Y;i/;^f-;u^^'X 

yi>}\^) Tij) -N- C4 - Cl - (1 --r ^ y ti^'j':;?>-4 — r 

M 7x-;b] 7-trK7^ y-mm.m. (-ft:^^4 7) 

'H-NMR (DMSO-de ) 6 ppm: 
1. 54-L93 (4H. m), 2.31 (3H, s), 2.79-2.91 (IH, n). 3.09-3.35 (2H, m). 
3.93-4.05 (IH, m). 4.18-4.31 (IH. m), 4,32-4.46 (4H. m). 4.73 (2H, s). 
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6.79- 7.40 CllH. m). 7.47-7.63 (3H, m), 8.72 (IH, s), 9.05 (2H. s), 

9.22-9.40 (3H. m). 10.39 (IH, s) 

MS (FAB. m/z) : 5 5 6 (M + H) 

5 2- CN- (3 -T$ -N- CZ - / h^i/tiJl^^~JV>^ ^Jl^ 

^'y^yjjv) 7$y] -N- C4- CI - (1 --f $ y j^^;u) 
4-^;U3 7x->>U3 T-^h7$ K-tg^^ ab^%4 8) 
'H-NMR (DMS 0-d. ) <5 ppm: 
1. 54-1.94 (4H. m). 2.30 (3H. s). 2.79-2.92 ClH. m), 3.09-3.35 (2H, m). 
10 3.66 (3H. s). 3.95-4.06 (IH. m). 4.17-4.28 (IH. m), 4.37 (2H. s), 4.67- 
4.79 (4H. m). 6.75-7.40 (lOH, m), 7.56 (2H. d, J=8. 5 Hz), 8.66 (IH, s), 
8.96 (2H, s). 9.21 (IH. s). 9.28 (2H. s). 10.27 (IH. s) 
MS (FAB, m/'z) : 5 7 0 (M + H) 

15 2- CN- (3 - T i i^y y -N- (5 4^if'J-=->'i^>f->>U) 7^ 

y] -N- C4- CI - il i y x.=f-ji) b°^'J':^>-4 — (Jly) 

] T-irhTi F-i^Sg^ d^t^^ 4 9 ) 
'H-NMR (DMSO-d« ) 6 ppm: 

1.51-1.93 (4H. m). 2.30 (3H. s), 2.75-2.92 (IH. m), 3.92-4.16 (IH. m). 
20 4.24-4.29 (IH. m). 4.48 (2H. s). 5.39 (2H. s). 6.90-7.24 (5H, m). 7.28- 

7. 38 (IH. m). 7. 49-7. 72 (3H, m). 7.76-7.87 (IH, m), 7^ 97-8. 08 (IH. m). 

8.63 (IH, s). 8.84-9.06 (4H, m), 9.13-9.31 (3H. m), 10.28 (IH, s) 

2- CN- (3 -7 $ S^^y 7^— -N- (Z aaf<y'JM Ti^) - 
25 N- C4- CI - ( 1 ^ y J.^;!/) i^K^) i^y- i->fJl) y ^-JI) 7-tr 

h7s h'-mmm (-ft:^t>5 o) 

'H-NMR (DMS 0-d. ) <5 ppm: 
1. 55-1.95 (4H, m). 2.30 (3H. s), 2.80-2.90 (IH. m, ). 3.10-3.25 (IH, m), 
3.95-4.05 (IH. m). 4.15-4.25 (IH. m). 4.39 (2H. s). 4,77 (2H. s). 6.94- 
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6.96 (IH, m). 7.02-7.13 (2H. m). 7.20 (2e. d, J=8. 6Hz). 7.25-7.42 (5H,. 
m), 7.55 (2H. d, J=8. 6Hz). 8.63 (IH, br-s), 8.93 (2H, br-s). 9.18 (IH,. 
br-s). 9.28 (2H. br-s). 10.26 (IH. s) 

2- CN- (3 -T^ i>V7^j=.;l/) -N- ( 4 - b Ko4^'>y5^;l/) T$y] 
-N- C4- CI - Cl-^ i Jsc^Jl) b'^'J 4 --fv'l/] T 

■irhTi K-i^^j^ (^fc^tl 5 1 ) 

'H-NMR (DMS0-d8 ) 6 ppm: 
1.44-1.52 (2H, m). 1.58-1.80 (4H. m). 1.81-1.92 (2H. m). 2.30 (3H. s). 
2.80-2.90 (IH. m), 3. 10-3. 22 (IH. m). 3.24-3.34 (IH. m). 3. 40-3.50 (2H. 
m), 4.18-4.30 (3H. m). 6:91-7.08 (3H. m), 7.19 (2H. d, J=8. 6Hz). 7.30-; 
7.40 (IE. m). 7.55 (2H. d. J=8. 6Hz). 8.66 (IH. s), 8.99 (2H, s). 9.22 ; 
(IH. s). 9.29 (2H. s), 10.25 (IH. s) 

2 - CN- (3-TS 37 j:^;U) -N- ( 3 - b Ka4-->^ > v'^'U) T S y 

3 -N- C4- CI - ( 1 --f ; y J-f-yU) b'^'j 4 7x^;U3 
7-b h T $ K-i^^ife (it^m 5 2 ) 

'H-NMR (DMSO-de ) <5 ppm: 
1.55-1.94 (4H, m), 2.30 (3H. s). 2.79-2.92 (IH, m). 3.11-3.32 (2H, m), 
.3.95-4.05 (IH. m). 4.15-4.28 (IH. m). 4.34 (2H. s). 4.66 (2H. s). 6.60- 
6.76 (3H, m), 6. 95 (IH. dd, J=8. 5flz. 2. 2H2). 7. 01-7. 25 (5H. m), 7. 30- 
7.39 (IH. m). 7.56 (2H. d. J=8. 6Hz), 8.64 (IH. s). 8.94 (2H. s). 9.20 
(IH. s). 9.28 (2H, s), 9.38 (IH. br-s). 10.24 (IH. s) 

2- CN- (3-7^ v^y 7x-;U) -N-^^ pyo b°;Uy ^;U7 ^ y 3 -N 
- C4- CI - (1 — (IJsc^Jl) b'^'J >^>- 4 -^;U3 y^^Jl} 7-trh 

7 ; h'r.mMm 5 3 ) 

'H-NMR (DMSO-d, ) (5 ppm: 
0.25-0.35 (2H. m), 0.45-0.55 (2H. m), 1.05-1.17 (IB. m). 1. 55-1.92 (4H. 
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m). 2.31 (3H, s). 2.80-2.90 (IH. m). 3.10-3.40 (4H, m), 3.95-4.05 (IH. 

m), 4.18-4.31 (IH. m). 4.36 (2H. s). 6.98-7.08 (2H. m), 7.11-7.22 (3H, 

m). 7.30-7. 40 (IH, m), 7.55 (2H. d, J=8. 6Hz). 8.50-9. 50 (6H, m), 10.26 
(IH, s) 

5 

2- CN- (Z-Ti-y/yj^-Jl^) - N -O vVl/T $ 7 ] -N- C4- CI 
m. (^k^t; 5 4 ) 

'H-NMR (DMSO-de ) <5 p p m : 

10 1.55-1.92 (4H. in), 2.31 (3H. s). 2.80-2.92 (IH, m), 3.10-3.22 (IH, m). 

3.95-4.07 (IH, m), 4.16-4.28 (IH. m), 4.37 (2H, s), 4.76 (2H, s), 6.90- 

7.42 (IIH. m), 7.56 (2H. d. J=8. 4Hz). 8.67 (IH, br-s), 8.98 (2H, br-s), 
9.15-9.40 (3H, m), 10.29 (IH, s) 

15 2- CN- cz -T I 'Jy y s^-Ji') -N- (3 2 -^7^— ri 
y] -N- C4- CI - il i y J^^Jl) e ^ u y > - 4 -^'^ ;u] 7^— ;l/ 

] T-t? h T s b'r.imm. c^t-^m 5 5 ) 

'H-NMR (DMSO-de ) 6 p p m : 
1.50-1.95 (lOH, m). 2.30 (3H, s), 2.77-2.91 (IH. m), 3.10-3.35 (2H, m), 
20 3.94-4.12 (3H, m), 4.16-4.30 (3H. m), 5.20-5.30 (IH, m), 6.96 (IH, dd, 
J=8.6Hz. 2.2Hz), 7.00-7.15 (2H. m). 7.19 (2H. d. J=8. 6Hz), 7.30-7.40 
(IH, m), 7.55 (2H, d, J=8.6Hz), 8.70 (IH, br-s). 9.04 (2H. br-s), 9.20- 
9.38 (3H, m), 10.27 (IH. br-s) 

25 2 - ( 5 -T; >?y-2-b Ko^i/>5^;U7^— ;l/T$y) -N- C4- Cl 

- (i-^$yj-^;u) e^'j v>- 4 -^Jb>r^'>3 yj^^M r-^hri K 

-imi^ iit^f^ 5 6 ) 
'H-NMR (DMSO-d, ) 6 ppm: 
1.62-1.83 (2H, m). 1.95-2.10 (2H. m), 2.28 (3H, s), 3.40-3.59 (2H. m). 
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3.67- 3.83 (2e, m), 4.05 (2H. s). 4.50-4.68 (3H. m). 6.89-7.11 (4H, m). 
7.36 (IH, d. J=7.8Hz). 7.54 (2H. d. J=9. GHz). . 8. 67 (IH. s). 8.91 (2H. 
s), 9.18-9.35 (3H. m). 10.14 (Ifl. s) 

MS (FAB, m/z) : 4 3 9 (M + H) 

2- (5 -7 i i> y - 2 -Oi^Jl^^i-^'^y JL—JIT i y) -N- C4- Cl- 
( 1 ^ y jif-;U) b:^'J-:>'>-4 — fJl^Tt-^'y) 7^— T-bhT~ K— 

iMmm at-^m 5 7 ) 

'H-NMR (DMSO-de ) 6 ppm: 
1.62-1.82 (2H, m), 1.95-2.10 (2H. m). 2.29 (3H. s). 3.45-3.60 (2H. m), 
4.06 (2H. s). 4.57-4.69 (IH, m), 5.30 (2H, s), 6.95 (2H, d, J=9. IHz^. 
7.02 (IH, s), 7.08-7.20 (2H. m). 7.30-7.60 (7H, m), 8.73 (IH, s), 8; 85 
(2H. s), 9.16 (2H, s), .9.58 (IH, s). 10. 25 (IH. s) 

2- CN- (3 -7 5 v^y 7 X— ;U) -N-K>v?;UT $ -N- (4- Cl 

- (i-^gyj^^;b) b°^u 4 -^>>u^^->] :7^^;u) r-trhr-^ K 

-m^m (-fb^ti 5 8 ) 

'H-NMR (DMSO-ds ) <5 ppm: 

1.65-1.82 (2H, m). 1.95-2.12 (2H. m), 2.28 (3H, s), 3.46-3.57 (2H. m), 

3.68- 3.80 (2H, m), 4.31 (2H. s). 4.57-4.68 (IH, m), 4.75 (2H, s), 6,91- 
•7. 09 (5H, m), 7. 22-7. 38 (6H, m). 7.51 (2H. d, J=8. 7Hz). 8.54-8. 89 (3H, 

in), 9.10-9.26 (3H. m). 10.04 (IH, s) 

2- (5 -y; - 2 -y ^>>U7ai-;i/T ^ y) -N- C4- ci- (i--r 

<t^<^ 5 9 ) 

•H-NMR (DMSO-d. ) <5 ppm: 

1.65-1.80 (2H. m). 1.95-2.10 (2H, m). 2.24 (3H, s). 2.29 (3H, s). 3.45- 

3.61 (2H. m). 3.66-3.86 (2H, m), 4.07 (2H, s). 4.55-4.70 (Ifl, m), 6.88- 
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7.07 (4H. m). 7.22 (IH, d. J=7. 6Hz). 7.56 (2H. d. J=9. OHz). 8.75 (IH, 
s), 9.00 (2H. s), 9. 25 (2H, s). 9.31 (IH, s). 10.27 (IH, s) 

2- (5-T;>'y-2-^naT:,iz:.;UT$/) -N- C4- Cl- (1 --f 
5 ^yjif-;!/) h'K<) 'J>- 4 y^sLju-) T-trhT^ Krtgjgig ( 

lb^% 6 0 ) 
'H-NMR (DMSO- d« ) <5 ppm: 

1.65-1.82 (2H, m). 1.95-2.10 (2H. m), 2.29 (3H, s). 3.65-3.85 (2H. m). 

4.13 (2H, s). 4.58-4.69 (IH, m), 6.00-6.22 (IH, br), 6.95 (2H, d, 
10 J=9. OHz). 7.00-7.14 (2H. m). 7.47-7.60 (3H. m). 8.70 (IH, s), 9.07 (2H, 

s). 9.25 (IH. s). 9.37 (2H, s). 10.26 (IH. s) 

2- (N- -N- (3 h^->;^;l/rK^;Uy 

15 4^'>K>->';U) T^y] -N- ( 4 7^o b°;u:7^-;l/) T-bhTS K^Bg 

m i^t-^^e 1) 

2- (N- (3 - i^ry 7 -N- (3-y h + ->^;i"i<— f->'U;4- 
^^'V^yv'yU) T5y] -N- (4 --1- VT'n t°;U7i-;U) T-^bTl K 202 

/Co #^>n7tMM{cy ^ J -yUSOmlii^^tT y^^r-'i? A57nig©7K 2 ^VmL^I^^. 
12i^m^,jlgf£L/'Co S^&S^i^^MJIT^i^L. aM^T^y:^nf;Wk>"J 

2- CN- (3 -r ^ v'y -N- (3 -y h4^'>y7;^*'-;^^^^^5^■ 

113mg^?^/::o 
'H-NMR (DMSO-d. ) 5 ppm: 
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. 1.18 (6H. d, J=6. 9Hz). 2.78-2.89 (IH. m). 3.67 (3H. s), 4.36 (2H, s). 
4.73 (2H. s), 4.76 (2H, s). 6. 77-7. 40. (lOH. m), 7.52 (2H. d, J=8.5Hz), 
8.89 (2H. s). 9.26 (2H. s). 10.13 (IH. s) 

5 mmM 1 0 

2- CN- (3 -T ^ ->V 7^— ^U) -N- az ~tiJV^:^iyji9-Jl:t^i^<y 
i^Jl) TiJ} -N- C4 - CI - (1 ^ y ij > - 4 - -< ;U 

] K-^jgj^ at-^me 2) 

2- CN- (3 -T 5 v'y ;u) -N- ( 3 - ^ h 4^->^>'i/?K^;uy f-;u 

10 ^J-^v^Ov^yU) Ti^D -N- C4 - CI - ai i yjL^jl^) t'^^} 

-A-^M -J^—M r-^VTl K-^g?^71nig(Cl N-ieKlmliTi? h- 
h 'J;Hml^Ja^> 60°CT-4^ra1S;S^-y:/Co ^l&xS^^^MffTii^L. ^^i 

15 ^SO^gSteiL. ^^^^MM^L. 2- CN- ( 3 -T 5 -^V 7 -N 
- (3 -7!7;U*'4-->> ^;U3j-^->^>>'>U) T5y) -N- C4- CI - (1- 

'H-NMR (DMSO-d, ) <5 ppm: 

20 1.52-1.93 (4H. m), 2.31 (3H, s). 2.77-2.92 (IH. m), 3.05-3.35 (2H. m), 

3.94-4.07 (Ifi. m), 4.20-4.35 (IH, m), 4.41 (2H. s). 4.63 (2H< s), 4.73 

(2H. s). 6.72-7.40 (lOH. m). 7.59 (2H. d, J=8.6Hz). 8.80 (IH, s). 9.14 
(2H. s). 9.25-9.50 (3H. m). 10.48 (IH, s) 
MS (FAB. m/z) : 5 5 7 (M + H) 

25 

mmm 1 1 



2- CN- (3 -T^ v'y ^31— >>!/) -N- (3 -7!7;U^'^'>y ^;U^4^'>^> 
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Tiy: -N- (4 --r V h°;U7ai— ;U) T-t?hTg K— j^ggj^ 
6 3 ) 

'H-NMR (DMSO-d, ) (5 p p m : 
1.17 (6H. d, J=6.9Hz). 2.78-2.89 (IH, m). 4.35 (2H. s). 4.63 (2H, s), 
5 4.72 (2H, s), 6.73-7.60 (12H. m), 8.89 (2fl, br-s), 9.25 (2H, br-s), 
10.11 (IH. br-s), 12.65-13.35 (IH. br) 

mmm 1 2 

3- C2- CN- (3 -T $ ixy :7^— ;U) -N- CN- (4-^vyoh°;l/7 

m at^<^ 6 4 ) 

2- CN- (2 -7'at'^>->VU) -N- ( 3 - vT^ "7 x-^U) T i - 
N- (4 --f V^n t°;U7i^;U) T-tbTi K SOOmgx S^S^^^'v AlOmg^ 
h U •7i— ;L"fv:^7-f >24mg. T^' U /U®!Jc:^;l/0. SSml^J^C/ h 'J J^^^UT 5 > 
15 0. 35nil^N, N - v>"y ^;U*yUAT ^ K 1. SmlfCS^SLs TJl^^f y'^m^T 100 

^ h U ;U 738mg^m/-Co CIO 9*) 360mg{cia'ft]^'fb7K^- J^rJ' 7 -^U^fSlCml^ 
Snx.T^^L> ^iaT-8B#FB^S:;&$-li:/-Co ;R;5S^<t«?J^aSET2ili %h>tltz 
20 ^ai{-iafOT>e.r.T-y rJ' 7 -vU^mOml^^ja^. ^SL-eiQ^PB^^lS^-ti-Tto 

?&±g®^^inx.Mt4<i: L> ^<^^i^ES±Ls 3 - C2 - CN- (3-T^i^y7 
25 -N- CN- (4 -'f V3?'d t°;U7i— ;u) :^;w<^-r>'uy 5^^UD Ti 

'H-NMR (DMSO-d. ) <5 ppm: 
1.17 (6H, d, J=6. 9Hz), 1.24 (3H, t, J=7. IHz), 2.76-2.90 (IH, m), 4.18 
(2H. q. J=7. IHz), 4.29 (2H. s). 4.94 (2H. s). 6.54 (IH. d, J=15. 8Hz). 
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6.92-7.41 (9H. m). 7.50 (2H. d. J=8. SHz), 7.75-7.84 (IH. m), 7.95 (,1E, 
d, J=15.8Hz). 8.89 (2H, s). 9.25 (2H. s), 10.10 (IH, s) 

nmm i 3 ' 

5 2- (N- (,Z -T i 'J/y ^^J\^) -N- ( 1 T^yp - 
N- (4- CI - ii I y ^i-Jl) fc'^U 4 y^^Jl) T-fe 

({b^tis 5) 

2- CN- (3 -i/ry ;u) -n- (i T$y] - 

10 h T 5 K 670mgJClSIO^'fl:7K^- ^ ->'b^fS25mI^^JD^X^^ ^-fi-e 5 

y ;j^y-;u-my tr^t^L^o f#t>nfcT ^ i5'y->'l'4mUC 

15 ^mi. J^^J^ T-b^ 5 X- hWMm. 377iiigJ^O^' h ij ol^^UT i > 0. 425id1'£: 

i^^MES*L> 2- CN- (3 -T ^ v-V ;U) -N- (l-:^7f--'py 

20 T^y) -N- C4 - CI - d--!" ^yji^yu) t'^u v^>- 4 --r;!' 

3 T-feh.T ^ K~mMm. 275nig^^#/:o 

'H-NMR (DMSO-da ) <5 p p m : 
1.55-1.96 (4H. m). 2.31 (3H, s), 2.78-2.93 (IH. m). 3.10-3.36 (2H, m). 
3.95-4.06 (IH. m), 4.16-4.28 (IH. m). 4.38 (2H. s). 5.24 (2H. s). 6.95- 
25 7.25 (5H, m). 7.29-7.64 (7H, m). 7.82-7.93 (IH. m). 7.96-8.10 (2H. m). 
8.65 (IH. br-s), 8.94 (2H. br-s). 9.13-9.33 (3H. m), 10.21 (IH. br-s) 

mmm 1 4 

2- CN- (3-T£ i^y -n- (5 -y ^>>u^ ^ ^'/->'u- 4 --r 
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• ;i/y^;u) T$y] -N- ( 4 ->f y^g r-izbTi K:^ig^ ( 

<t^m 6 6 ) 

2- CN- ( 1 - t e r t h + ;U- 5 -^^^b'f i yy-;U- 

4 --T-'l/p'^^U) -N- (3 - vTy ;U) T^yj -N- \i--(vfu 

b';i/7i-;U) T-trhTi Kl. 20g{cia?QiS'ft7K^-iiJ'y-;u^fS20nil<£-Jn;i 

iSJCiafOT ^'^r^T-p' ^ / ->'U^fg25mlS.J>'^{l:> >10ml<&Snx.. SfiT- 
24^FB^S:j£^-fr7to SM^^^^flETzi^L. ^MiCi^- no*;UAS.j>'/|,NgcD 

liLv g^®^Jl5^>'^-e^^^L^ 2- tN- as -t li^y y sc-ju) -n- (5- 
iw-ji^- Tsy] -N- (4 --r v^ae;u7i 

'H-NMR (DMSO-d, ) <5 ppm: 
1.17 (6H. d. J=6. 9Hz). 2.28 (3H, s). 2.74-2.90 (IH. m). 4.32 (2H, s), 
4.67 (2H, s). 6.87-7.08 (3H. m). 7.16 (2H. d. J=8. 4Hz). 7.29-7.41 (IB. 
m). 7.56 (2H. d. J=8. 4Hz), 7.87-8.14 (IH, br). 8.95 (2H, s). 9.27 (2H, 
s), 11.15-11.65 (IH, br) 

mmm is 

2- CN- (i3 -T I 'Jy y :c^J[^) -N- Cl- -/^)Kyi>Jl) 

hTi h^mmm. (-fb-^e 7) 

'H-NMR (DMSO-d. ) <5 ppm: 
1.17 (6B, d. J=6. 9Hz), 2.28 (3H, s). 2.76-2.90 (IH, m). 4.31 (2H, s), 
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4.67 (2H. s), 5.16 (2H. s). 6.90-7. 20 (9H. m). 7.23-7.38 (2e. m). 7.56 
(2H, d. J=8.5Hz). 7.90-8.10 (IH. br), 8.95 (2H. s). 9.24 (2H, s). 11.28 
(IH, br-s) 

2- [N- iZ-ri'JJy -N- CI- (4 - b Kn^ ;U) 

^ t^v'-;l/- 4 -^;u>f-;U] T;yr-N-(4--fv:/o h°>/U7x-;l/) 
7-tr b 7 ; \^im.^ (.\t^m 6 8 ) 
'H-NMR (DMSO-d, ) 5 ppm: 
1.16 (6H, d, J=6. 9Hz), 2. 75-2.89 (IH. m), 4.29 (2H. s), 4.63 (2H. s). 
5.04 (2H. s), 6.73 (2H. d. J=8. 4Hz). 6.85-7.36 (9H. m). 7.56 (2H, d. 
J=8. 4Hz). 7.84 (IH, s). 8.70-9.70 (5H. m). 11.40 (IH. s) 
MS (FAB. m/z) : 4 9 7 (M + H) 

nmmi e 

2- CN- (3 -7S T ji^^U) -N- (4 -b Ka^'>y^;U) 7^7 3 
-N- .C4 V/ab°;U-7ji-;U) T-tVTl VmmU. (-fb^^ 6 9>. 

2- CM- (3-r$ v'y3'i^;U) -N- ( 4 -'0>*;L/:^4-'>7'f-;U) T 
-N- (4 v^Db°;U7i— ;U) 7-trK7 5 Kz:J^Mli25mgCa:.iJ' y 
-;U 1.0ml^iJD;ts 10%^N*5v^'t7A^5g5iDg^Jn;LT. MS{-T7K#1?a^TS 

E-e2^FB^iti^L^o i^M<^^^i:L. ^m^msTmrnL. 2- cn- (3- 

7$v^y7:c^;U) -N- (4 -b Ku^v'T'f^-'U) 7^^] -N- (4-'1'V 
■/a b°;U7 i::^;U) 7-fe h 7 ^ K^@^J118mg^^#/::o 
•H-NMR (DMSO-d. ) <5 ppm: 

1.17 (6H. d. J=6.9Hz). 1.41-1.52 (2B, m). 1.56-1.68 (2H, m), 2.78-2.90 
(IH. m). 3.40-3.50 (4H. m). 4.23 (2H. s),. 6.92-7.05 (3H, m), 7.16 (2H. 
d. J=8.5Hz). 7.30-7.38 (IH. m), 7.50 (2H. d. J=8.5Hz). 8.91 (2H, s). 
9.25 (2H. s). 10.08 (Ifl, s) 

mmmi 7 
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2- CN- (3 -T $ i^y 7 j^— ;U) -N- (2 f-;l/^ah°>>l/) T$yj - 
N- (4 VZfgyn^i/y j^~JU) T-lz hTi Vm^m. i^t^mi 0) 

'H-NMR (DMSO-d. ) 6 ppm: 
0. 92 (6H. d. J=6.6Hz), 1.22 (6B, d. J=6. OHz), 1.96-2.10 (IH. m). 3.28 
(2H. d, J=7. GHz), 4.23 (2H. s). 4.47-4.60 (IH, m). 6.84 (2H. d, 
J=9. OHz), 6.92-7.01 (3H, m). 7. 30-7. 40 (IH. m), 7.45 (2H, d. J=9. OHz). ' 
8.81 (2H. s). 9.22 (2H. s). 9.94 (IH. s) 

2- CN- (3 -T ^ -^V 7aL-;U) -N- (3 ^;b7'^;U) TIJ^ -N 

- (.A ^jzf u^.^i/y x.~)V) T-bVTi v'-mmm i^t^^mi n 

'H-NMR (DMSO-de ) S ppm: 
0. 94 (6H. d. J=6. 6Hz); 1.23 (6H. d. J=6.0Hz), 1.40-1.70 (3H. m). 3.36- 
3.50 (2H. m), 4.19 (2H, s). 4.45-4.59 (IH. m). 6.85 (2H. d. J=9.0Hz), 
6.90-7.02 (3H, m). 7.30-7. 40 (IH. m). 7.42 (2H, d. J=9. OHz). 8.85 (2H. 
s). 9.24 (2H, s). 9. 97 (IH, s) 

2- CN- iZ-Tl'JJ-y :^^)\^) -N-:/ofc°;UT ^ -N- (4-^V 

:/a.i?:^v7^-;i/) ¥r.imM ('fl:^^7 2) 

'H-NMR (DMSO-d. ) d ppm: 
0.91 (3H. t, J=7.4Hz). 1.23 (6H. d. J=6.0Hz). 1.50-1.70 (2H. m). 3.35- 
3.50 (2H. m), 4.21 (2H. s). 4.46-4.60 (IH. m), 6.84 (2H. d. J=9.0Hz), 
6. 9D-7. 06 (3H. m), 7.30-7.40 (IH. m), 7.48 (2H, d, J=9. OHz), 8.89 (2H. 
s), 9.25 (2H, s). 9.99 (IH. s) ^ 

2- (5 -7 S i^y - 2 - fc: Ko^'>7 j.-;U7$ y) -N- C4- Cl- (1 



m. (>fb^^ 7 3 ) 
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'H-NMR (DMSO-d. ) <5 ppm: 

1.62-1.85 (2H. m), 1.95-2.10 (2H. m). 2,29 (3H. s), 3.65-3.85 (2H, m). 

4.01 (2H, s). 4.57-4.69 (IH. m). 5.20-5.70 (IH, m). 6.87 (IH. d. 

J=8.2Hz), 6.90-7.10 (4H. m). 7.55 (2H. d. J=9. OHz), 8.63-8.80 (3e. m),. 
9.05 (2H. s), 9.28 (IH, s). 10.21 (IH. s), 10.75 (IH, s). 

mmm i s 

2- CN- (3 -7 s -n- i5 - ^ ^ji^ i ^V-ji- a 

TiJ) -n- C4 - CI - (1 ^ y j-5^;u) fc°^u-:^>-4- 
T-t?h7^ K-J^^^ 4) 
2- CN- ( 3 -T i -^Wi— ^U) -N- (5 ^yU-r ^ yv'-;l/- 4^- 
-f;u>^;i/) T^y] -N- C4 - (4 - f'^u ^u) ;u) r-fehT.:.$ 

KHi^^i^ 138mgiJ^5^;U T-t?5^ i t'- hig^^43mg* j:.^ y --fU 3 mUCjn^. 
$ t,{C h U Ji^;UT5 >96//l ^JDX.T> mfi-ei8B#FBlS;E$-li:feo ^J^^M.^^ 
^^JETii^L. ^^gfc^-fb^ ^b>^in;i> L/co ^ai}c/>M® 

2- CN- (3 -Ti v^y -N- ( 5 - ^ f^^l/'T i ^/V-^U- 4 - 

;i/y^;u) T^y] -N- C4- Cl- ( l --f 5 V f'^V 4 - 
-r;U] T-thTS Kz::^KiS 105iDg*^#/Co 

'H-NMR (DMSO-d« ) <5 ppm: 
1.52-L93 (4H. m). 2.20-2.36 (6H. m). 2. 77-2. 91 (IH. m), 3.07-3.12 (IH, 
m), 3.93-4.07 (IH. m). 4.14-4.38 (3H. m), 4 62 (2H, s), 6.80-7.07 (3H. 
m), 7.19 (2H, d, J=8.6Hz). 7.28-7.40 (Ifl. m). 7.50-7.77 (3H, m). 8.63 
(IH. s). 8.94 (2H. br-s), 9.12-9.31 (3H. m). 11.70-12.22 (2H. m) 
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nmm 1 9 

2- CN- -T i 'Jy y -N- (1 -7^;U;f^'^->>5^;i/-< ; ^y- 

jU- A Jl/ "f-M T^y] -N- ( 4 v^g T-lrhT; 
K:^ h U ^l^m. ab^j^T 5) 
5 2- CN- (3 -7 5 -N- (1-^ h ^•>;^;U'i^— ;U;>f 

-r S r/y-^l/- 4 -^;i/pf ^;L/) T $ y] -N- (4 --r v:^o tVl/^ji— yl/) 

- y ^ y -;u^?g77/i 1 ^;(jn^> 2 ^rB^)ta**iM-3S Lfco v^jc^^uji 

- CN- (3 -r 5 v'y ;U) -n- ( 1 -;^;u^"+'>y f-;u-r ^ :5'*y->'b 

-4 — (JUji^Jl) TIJ) -N- (4 — f VZfaifjVy ^sujU) T-lrhT5 K 

15 'H-NMR (DMSO-d, ) (5 p p m : 

1.16 (6H. d. J=6. 9Hz). 2.73-2.90 (IH, m). 4.18 (2H, s),' 4,22 (2H, s). 

4.62 (2H, s). 6.60-7.20 (7H. m), 7.57-7.65 C3H. m). 11.92-12.01 (IH, br) 
MS (FAB. m/z) : 4 7 1 (M+H) 

20 I^JS^J 2 0 

2- CN- (3 -7 5 v^y 7x— -N- (3 -Ov';b^^'>^>->yU) 7 
5 73 -N- (4 V^n;f?^->:7^-;U) 7-tr h7 5 K^gg^ (-f 7 6 
L 

2- CN- (3 -7 5 -N- ( 3 - b Kn^'>K> v^;U) 75 7 

25 3 -N- (4 V:/o^4^->7^^;l/) 7-bh75 Kj^M^ Gt^^l 7) 

2- CN- (3 -o>';U5i-^v^>-:?;u) -N- (.z -i/TJ y ^^J^) r 

5 7] -N- (4 --r V >^o:J?4^->-7 JL^;U) 7-bh7 5 K40ingfClSfn^'fb7K^ 
-i:^7->'U^20iDl^3ta^T^^L> 5 ^r^^;5$-^/io SlSS-^tl^ 

USTf^i^ L^^s ta?a7 7 - 7 7 -;U^20ml^ia;i. ^Ta-ei2B$FB^ 
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'H-NMR (DMSO-d.e ) <5 p p m : 
1.23 (6H. d, J=5. 9Hz), 4.31 (2H, s). 4.45-4.85 (3H, m), 5.05 (2H, s). 
6.80-7.55 (17H. m), 8.85 (2H, s). 9.24 (2H. s). 10.00 (IH, s) 
^t^m 7 7 

'H-NMR (DMSO-d, ) 5 p p m : - ^ 

1.23 (6H. d, J=5. 9Hz). 4.31 (2H. s). 4.45-4.80 C3H, m). 6.80-7.55 (13H*v 
m), 8.81 (2H. s). 9.22 (2H. s). 9.96 (IH, s) 

IISfe^J2 1 • 
2- (3 -7 ^ 7^^;UT ; y) -N- (-4 V:^a^^->7x-;U) 7 

^z VTi vrnm i^t^mi 8) 

2- CN- (3 -7^ i>V 7i— ;U) -N-'<>v';b7 5 -N- (4--r 
vyn;J? + v/7i^;U) 7-tb7^ KtSS?ti50mg^i:5^ y 3 mlJCTg^ 10 
%^<^if^L.^m^g^lE^. MS{CT7K^^ffl^T'^ffi'e22^FB^^tl^L/Co ^ 
m^^-iz^^ hT-6*L. ^fS^^JET^ilSL. ^#'?.tL^a^^^7 5 y >^nf;U 

) -e^sStL. ^f t,n^Sfi*i©7v^^ v/g >jcy ^y -;i/*jJ:0'#^S<£rSnx.^t4 
it. ^i«^i^Ea*u 2- (3-7^ i^y 7i^;b7$ y) -n- (4-^ 

'H-NMR (DMSO-de) <5 p p m : 
1.25 (6H. d. J=5.9Hz). 3.92 (2H. s). 4.45-4.55 ClH. m). 6.78 (2H. d. 
J=8.9Hz), 6.84-6.91 (3H, m). 7.18-7.28 (IH. m). 7.41 (2H. d. J=8.9Hz). 
8.75 (2H. s). 9.10 (2H, s), 9.86 (IH. s) 
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2- (3 -7^ vV7x.:^;l>7 ; 7) -N- C4- [1- (l-^;yxf-;U) 

tf^'j 4 --f ;u^^'>] 7a.— ;u] 7-bh7$ K— j^Mtg ab^tf7 9) 

2- (3 -Ti i>V7iJ^;UT5 y) -N- C4- ( 4 - U v'-^U^^^i/ 
) 7 T-ir hT ^ K^r^^i^TOmgi h >J jl^;Ut $ > 0. 088ml^JC-rJ' y - 

V:fn^<y-;L'Ti^fe?^L> 2- CZ -T i -y y y j^-;I^T i y) -N- C4 

-CI - ( 1 --r 5 y j^f-^u) f'^u >- 4 --i';uyj-4^->:) 7i^;b] r-th 

'H-NMR (DMSO-d. ) <5 p p m : 

1:65-1. 71 (2H. m). 1.96-2.09 (2H. m). 2.28 (3H, s). 3.46-3.57 (2H. m), 

3.68-3.81 (2H, m), 3.96 (2fl, d. J=6. IHz). 4. 58-4. 68 (IH. m). 6.48-6.53 

(IH. m), 6.91-7.00 (5H. m). 7. 27-7. 37 (IH, m). 7..54 (2H, d. J=9. IHz), 
8.60-9.35 (6H. m), 10.13 (IH, br-s) 



mmm 2 3 

2- CN- (3 -7$ •^'y 7^-;U) -N- (3 -:^;U:K^'>y ^;u>f^->^> 
7sy3 -N- C4- CI - ( 1 ^ y ^K^j A Ji^ 

3 7^-;u:i 7-trb7 ^ vmmm. (-(b^s o) 

'H-NMR (DMSO-d, ) 6 p p m : 
1.40-1.95 (4H, m). 2.30 (3H. s). 2.83 (IH, t, J=11.6Hz), 3.79-4.49 (6H, 
m). 4.69 (2H. br-s). 6.56-6.85 (3H. m). 6.87-7.40 (7H, m). 7.56 (2H, d, 
J=8. 4H2). 8.40-11. 35 (6H. m) 
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mmm i ^ 

2- CN- (.1-7 X'J J :s^^)\^^ -N- (3 -7^;U^'^'>y ^;U^4^v/^> 
y'yU) TXJI -N- C4- CI - ( 1 ^ / 'j > - 4 - •< ;b 

] T4rhT= Kgitlg^— 7Kfi]# ({h^felS 1) 

2- CN- (3 -T^ v^y 7 ^U) -N- (3 -:^;U^'4^->>^;U;!r4^>'^ 
7\J^ -N- C4- Cl- (1 — ixJx.=f-)\,) 'jy- 
M -y i-;U] T-\iVTl Ki^lSJ^ 4. 4g^50''C{CT 1 N6!t^7K^fg50ml{C^)^ 

2- CN- (3 -T S y i— ;U) -N- ( 3 -:^>'l/*'4^->y ^ 
;U;i-4^->K>>';U) T^y] -N- C4- Cl - ( 1 -'T i / J^^v*!/) t°^'j;v' 
>-4--r>'U] 7i-;UD T-lrhTi KBS^^~7Kfnifel 3.9g^'#y::o 
'H-NMR (DCOOD) <5 ppm: 
1.69-1.99 (2H. m).. 2.00-2.22 (2H, m), 2.48 (3H. s). 2. 90-3, 12 (IH. m), 
3. 28-3.60 (2H. m), 4.10-4.35 (2H, m). 4.79 (2H, s), 4.82 (2H. s). 5.00 
(2H. s). 6.87-7.08 C3H. m). 7.31 (2H, d; J=8. 5flz), 7.32-7.43 (IH. m), 
7. 46 (2H. d. J=8. 5Hz). 7. 50-7. 85 (4H. m) 
TC^^tfT (C»iH,.N,04-H2S04- 2H2O) 

S^M:C. 5 3. 9 0 ; H. 6. 1 3 ; N, 12. 17 

llfliJM:C, 53. 78; H. 6. 03; N, 12. 14 

^^it^fSmcO'J/ ^;UX>'L/*4^ K^f^ 5/iKpH8. 40hU X-:^SI^ 
®iS 3 7 5 1 fciiO' 1 mM S - 2 2 2 2 (m— fb^^S^^^ttlii) ^K^?^ 
1 0 0 M 1 ^S^L. 0. 6^— y h/m 1 ©t h7gtt^blfll?S^@^XS^ (.iJ 
jW<^ Ti-^ I CD-fe* 7 f - > - U -> >^®SfK 2 0/^1 ^ Jn;tT> 3 7 "Cf- 
1 Ot^F^-f h LTto 6 0%f^Ml 0 0 1 ^»n;tTS:iS^<?±L. ?S 

( 4 0 5 nm) ^fiD^Ljto 
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5 

mi^ 3 7 5 M 1 feet O* 1 mM S - 2 2 3 8 Cm—it^S,W^^U.W 7K^?S 
10 IOOazI^S-^L. 2. 0^^>y h/m 1 ©t h- hn>t'> (•>i7'^1:±S8) 

•yym.mmm2 o // i ^-Jn^trs 7'CT i Or^Fai-f >+i'<- 

h L^o 6 0 %Wfmi 0 0 \ ^1m^XKiL^^^±L. (4 0 5 nm) ^ 

15 ^tLtio ^'yha-jl.izMLXd o'Hmw-t^t%(D^m^t'^i^om^ il c 



-fb^^ 


(nM) 


ifiM) 


2 2 


1 5 


1 3 


5 2 


1 6 


7 7 


5 5 


4 


1 5 


5 8 


4 2 


1 0 0 


6 2 


1 8 


2 0 6 


6 5 


8 


4 2 


7 4 


1 9 


1 7 7 


7 9 


9 6 


3 0 8 



s:i^W3 
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5 li®^) . U • >'N-r Ai^^^a^) 1 0 0 1 <S:Jn^> S T 4 

^-Sttiil^b^^Ozift (CT. ) ^*J6. cn^trC^Sfl^fflOft^iL/ro 
i^^{i^2©il«9-r-*So 
10 2 ] 







2 2 


0. 2 9 


5 2 


0. 17 


5 5 


0.091 


5 8 


0.2 4 


6 2 


0. 2 1 


7 4 


0.3 0 



20 u^m 4 

7iliS':7'f h (SLC) li$5^J^ffl<«\ S-^SM*<2. 5 





S:« (mg/k g) 




6 2 


3 0 


0/5 



wo 99/10316 



PCT/JP98/03685 



9 8 



1. 



HN. 




CONH 
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